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1. Structured Abstract: LACI Phase 2

Conclusions: Despite containing a more morbid patient set, the Registry Group experienced dightly
higher limb salvage rate than the Control. Overal survival at 6 months was similar, tending to favor
the Registry Group. As hypothesized in the protocol, the Registry Group demonstrated equivalence
to the benchmark values provided by the Control Group while requiring 35% fewer surgical
procedures during the course of the study.

Investigators: Twelve U.S. sites and three German sites enrolled patients in this registry.

Purpose: To determine whether excimer laser ablation of vascular obstructions, with or without
adjunctive balloon angioplasty, can prevent amputations above the ankle and relieve chronic limb
ischemia (CL1). The primary effectiveness measure was limb salvage (freedom from major
amputation) at 6 months; the primary safety measure was surviva a 6 months.

Design: A multicenter prospective registry of peripheral excimer laser-assisted atherectomy for the
treatment of CL1 in poor surgical candidates. The historical control used is the Control Group of a
randomized tria of prostaglandin in CLI patients described in Ann Intern Med 1999; 130:412-421.

Demography: 160 patients were enrolled. The Training Group contained 15 patients, and the pivota
Registry Group contained 155 limbs of 145 patients, in which mean patient age was 72 ? 10 years
(range 45 - 91) with 53% men. The Registry Group had more comorbid disease, less history of
smoking, and fewer men than the Control Group.

M ethods: Patients with CLI (Rutherford Category 4-6) were prospectively enrolled. The patients had
culprit lesonsin the superficial femord artery (SFA), popliteal, and/or infrapopliteal arteries, with at
least one angiographically identifiable below-the-knee artery, while being poor surgical candidates,
indicated by at least one of the following conditions: (a) absence of venous autologous grafts; (b)

poor (diffusely diseased or <1mm diameter) or no distal vessels available for graft anastamosis; (C)
high risk of surgical mortality, evidenced by American Society of Anesthesiologists Physical Class 4

or higher. Patients received intravascular treatment, including guidewire canalization, excimer laser
atherectomy, balloon angioplasty, and optiona stenting. The primary endpoint was limb salvage
(freedom from amputation above the ankle). Secondary endpoints included death, persistent CLI,
frequency of bypass surgery, and other events.

Table 1 Primary Safety and Efficacy Endpoints

Registry Group Control Difference[95% ClI]
n (%) n (%)
Patients 145 (100%) 673 (100%)
Primary Endpoint (note 1) 110 (76%) 494  (73%) 25% [ -5.7% , 10.6% ]
Death, any cause 15 (10%) 96 (14%) -3.9% [ -9.5% , 1.7% ]

NOTES:
1. Patients without major amputation, death, lost-to-follow-up, or withdrawal
2. Difference = LACI-Control = p1-p2. SEM=(p1gl/nl + p2g2/n2). D=SEM*1.96.
Corr= (1/n1 + 1/n2)/2. Lo=Difference-D-Corr. Hi=Difference+D+Corr.
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3. Definitions
All Patients  dl patients enrolled in LACI Phase 2
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Ankle-brachial index (ABI)

Acute limb ischemia (ALI)

IDE # G980199 - PMA P910001/S022

blood pressure at the ankle was measured with a Doppler probe;

the highest tibid pressure vaue measured for each leg was chosen for caculation of ABI.
The highest of the two brachia measurements was used as the denominator to calculate
ABI =tibid pressure/brachia pressure. If it was believed that the vessdls of the lower
limb were cdcified or the result of the ankle pressure measurement was expected to be
fasdy postive, this was noted on the Case Report Form.

any form of (leg) ischemiathat requiresimmediate therapy

whether thisiswith thrombolyss or any reintervention (PTA or surgery) during the

concurrent hospitdization or during follow-up.

AKA  above-the-knee amputation, a mgor amputation
ASA Physical Class American Society of Anesthesiologists Physica Class
ASA | Description Examples
Class
1 A normal, healthy patient, without organic, Healthy with good exercise tolerance
physiologic, or psychiatric disturbance
2 A patient with controlled medical conditions without | Controlled hypertension, controlled
significant systemic effects diabetes mellitus without system effects,
cigarette smoking without evidence of
COPD, anemia, mild obesity, ages less
than 1 or greater than 70 years, pregnancy
3 A patient having medical conditions with significant | Controlled CHF, stable angina, old M,
systemic effects intermittently associated with poorly controlled hypertension, morbid
significant functional compromise obesity, bronchospastic disease with
intermittent symptoms, chronic renal
failure
4 A patient with a medical condition that is poorly Unstable angina, symptomatic COPD,
controlled, associated with significant dysfunction symptomatic CHF, hepatorenal failure
and is a potential threat to life
5 A patient with a critical medical condition that is Multiorgan failure, sepsis syndrome with
associated with little chance of survival with or hemodynamic instability, hypothermia,
without the surgical procedure poorly controlled coagulopathy
6 A patient who is brain dead and undergoing
anesthesia care for the purposes of organ
donation
E This modifier is added to any of the above classes
to signify a procedure that is being performed as
an emergency and may be associated with a
suboptimal opportunity for risk modification
BKA  below-the-knee amputation, a mgjor amputation
Category 4 Legs subgroup of Registry Legs that presented with rest pain only (thet is,
Rutherford Category 4)
Category 5-6 Legs  subgroup of Registry Legsthat presented with Rutherford Category 5 or 6

LACI Phase 2 Clinical Summary — 2 Sept 03
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CLI  Chronic Criticd Limb Ischemia. Used to describe patients presenting with chronic (at
least two weeks duration) ischemic rest pain, ulcers or gangrene, i.e. Rutherford
category 4, 5, or 6

Clinical Success d@bsence of mgor amputation a Sx months, i.e. Limb Salvage, equivadent to
the Primary Endpoint

Complication  periprocedurd event including spasm, thrombus, acute recoil, perforation,
magor dissection, dista embolization, or other event requiring additiond therapy

Control Group  the Control Group patients in the randomized tria reported in:
ICAI Study Group. Prostanoids for Chronic Critical Leg Ischemia: arandomized,
controlled, opentlabd tria with Prostaglandin E1. Ann Intern Med 1999; 130:412-421

CVX-300laser themodd CVX-300 excimer laser system isa XeCl laser that emits pulses of
ultraviolet light at 308 nm. The system accommodates a variety of fiberoptic catheters,
including those designed for coronary aherectomy, periphera atherectomy, and pacing
lead removal. Operating parameter ranges are fluence between 30 and 60 m¥ymm? and
pulse repetition rates between 25 and 80 pulses per second. The CVX-300 was given
PMA in 1993 for coronary atherectomy and in 1997 for pacing lead removal.

ELA Excimer Laser (peripherd) Atherectomy
ELCA Excimer Laser Coronary Atherectomy

Excimer  acontraction of "excited dimer.” Excimer lasers are aclass of gas-discharge lasers,
in which pulsed high-energy eectrica current is passed through a gas mixture. In
excimer lasers, the mixture contains arare gas (Ar, Kr, or Xe) and ahaogen (Cl or F).
The wavdength of the emitted light is determined by which rare gas-halogen pair arein
the mixture. Most excimer lasers emit in the ultraviolet region, generaly between 350
and 193 nm.

Excluson criteria

Age below 18 years

Pregnancy, or plan to become pregnant

Participation in another cardiovascular or periphera vascular IDE study.
Myocardid infarction (MI) in prior month

Stents at trestment Site

Disorders or dlergies precluding use of radiographic contrast

Rend insufficiency severe enough to contraindicate use of radiographic contrast
Contraindication to trestment with anticoagulants

Untreated ipslaterd iliac stenosis >70%

Inability or unwillingness of the patient to comply with intended examinations,
Unavailability of required procedura or imaging equipment

Leson located in a graft

Hemodynamicaly sgnificant arrhythmia or left ventricular gection fraction <20%

NI IINTIIILININS
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?? Life expectancy lessthan 6 months
?? Necross necesstating major amputation

Fluence ultraviolet energy emitted by thetip of alaser catheter divided by the totd areaof dl
opticd fibersin the catheter. For ingtance, if a catheter emits 43.5 milliJoules of energy
on each laser pulse, and has atotal optical fiber area of 0.87 mm?, the fluence is 43.5/0.87
=50 m¥mn.

Followup  datawere recorded during clinicd vists at hospitd discharge, and & 1-, 3- and 6-
month intervas

Hz  Hertz; aunit of frequency; pulses per second

Inclusion criteria
?? Signed informed consent obtained.
?? Symptomatic critica limb ischemia (Rutherford category 4, 5 or 6), stable for at least
2 weeks prior to study incluson.
?? Ledonsinthe superficid femora artery (SFA), poplited, or infrapoplited arteries
?? At least one angiographicdly identifiable infrageniculate (bel ow-the-knee) artery
?? Patients must be poor surgica candidates, indicated by at least one of the following
conditions.
?? Absence of venous autologous grafts (thet is, lack of asuitable vein to use for
bypass)
?? Poor (diffusaly diseased or ?1mm diameter) or no distd vessdls available for graft
anasamogs
?? Highrisk of surgica mortdity, evidenced by American Society of
Anesthesologigts Physica Class 4 or higher

Infrapopliteal  Peripherd arteries digta of the poplited artery, including the tibio-peroned
trunk, peroned, anterior tibia, dorsdis pedis (pedd), posterior tibid and distal posterior
tibial (pedd) arteries.

LACI  Laser Angioplagty for Criticd Limb Ischemia

Laser burst  softwarein the CVX-300 limits the laser operating duration to short bursts. The
laser will fire a the repetition rate set by the user (between 25 and 40 pul ses per second
for peripherd aherectomy catheters) for five seconds or until the user releases the foot
peda, whichever comes sooner. Then the software enforces a mandatory 10-second wait
period, after which the laser can fire another burdt.

Limb salvage lack of mgor amputation, leaving the patient with an ambulatory foot. Limb
sdvage indudes surviva with minor amputation.

Major amputation  amputation at or above the ankle. In practice, these are categorized into
above-the-knee amputation (AKA) and bel ow-the-knee amputation (BKA).

LACI Phase 2 Clinical Summary — 2 Sept 03 P.8
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Minor amputation  amputetion at or digta to the mid-foot, leaving the patient with an
ambulatory foot.

mJ  milliJoule; 0.001 Joules; aunit of energy

Non-stented Legs  subgroup of Registry Legs that were not stented in the index procedure

Peripheral Vascular Endpoint  Alive with mgor amputation or criticd limb ischemiaa Sx
months

Planned Amputation  the expected and documented level of amputation required with or
without a successful revascularization procedure

Primary Endpoint  the primary endpoaint of this study is limb salvage (absence of mgor
amputation) a six months. Analyss of the primary endpoint was on a per-limb bass.

Procedure success  (Angiographic) Procedura Successis defined as 50% or less residud
stenosis on visud assessment of the planned area of treatment

PTA  Percutaneous Trandumind (balloon) Angioplasty

Registry Group  subgroup of All Petients, minus the Training Group. The Registry Group
comprises the pivotal datafrom LACI Phase 2.

Registry Legs dl Registry Group legs. Ten patients had two legs enrolled, so there are more
observationsin Regisry Legs than there are patients in the Regisiry Group.

Repetition rate  number of times per second that the excimer laser emits a pulse of light,
usudly expressed in Hz (pulses per second)

Rutherford Category
Category Clinical Description Objective Criteria
0 Asymptomatic : No hemodynamically | Normal treadmill /stress test

significant occlusive disease

1 Mild Claudication Completes treadmill exercise (>250m),
Postexercise ankle pressure is >50 mm Hg,
but >25 mm Hg less than normal

2 Moderate Claudication Treadmill not completed (100-250 m)

3 Severe Claudication Treadmill test failed (<100m)
Post-exercise ankle pressure <50 mm Hg

4 Ischemic Rest Pain Resting ankle pressure < 50-70 mm Hg, or
plethysmographic, doppler or PPG waveforms
demonstrating flat or barely pulsatile flow, or
toe pressure < 30-50 mm Hg

5 Minor Tissue Loss
Non-healing ulcer, focal gangrene with
diffuse pedal ischemia

Same as 4

LACI Phase 2 Clinical Summary — 2 Sept 03 P.9
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6 Major Tissue Loss

Extending above transmetatarsal level
- functional foot no longer salvageable.

Same as 4

Secondary Endpoints

1. “Peripheral vascular endpoint,” which is mgor amputation or persstent CLI & 6

months (basis limb)

2. Desath during the follow-up period (basis. patient)

3. Incidence of minor amputetion (basis: limb)

4. Persgtent CLI (basis limb)

5. Mean area percent heding of ulcers (basis. ulcer)

6. Surgicd bypassintheleg (bass limb)

7. Surgica bypassto aprevioudy unavalable gte  (basis limb)

8. Reduction in degree of planned lower extremity amputetion (basis limb)
9. Angiographic successrate (basis. limb)

Serious Adverse Event (SAE)

an adverse event was defined as serious, if the event was fatdl,

life-threatening, disabling or resulted in prolongation of hospitaization. Therefore, the
following were dways serious adverse events:.

Desth
Myocardid Infarction

Cerebro-Vascular Incident (stroke)

Reintervention of trestment Site during concurrent hospitaization

Major perforation, necessitating surgical repair

Acute Limb Ischemia necessitating intravascular intervention or thrombolytic drugs
Amputation due to diga thrombosis

Hematoma or false aneurysm necessitating surgical intervention

Nerveinjury
Magor amputation

Stented Legs  subgroup of Registry Legs that were stented in the index procedure

Straight LineFlow  unobstructed path of blood flow through the lower limb to the foot viaa
patent superficia femora artery, patent popliteal artery and at least one patent

infrapoplited artery.

Training Group  subgroup of All Patients conggting of the first 3 limbs treated a new LACI
gtes plus patients who were enrolled but did not meet the inclusion criteria

TrainingLegs dl legsinthe Training Group. In thisgroup, the number of legs equasthe

number of patients.

LACI Phase 2 Clinical Summary — 2 Sept 03 P.10
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4. Introduction

Background

Peripherd arterid disease (PAD) aflicts goproximately 25 million people in the United States
over the age of 65 (1,2,3). Mild PAD manifestsinitidly as intermittent claudication, in which a
patient's walking distance is limited by the onsat of leg pain, usudly relieved by short periods of
rest. Limb-threstening ischemia occurs when resting blood flow is insufficient to maintain
metabolic requirements for non-exercising tissue. Symptoms of chronic limb ischemia (CLI)
include rest pain, ulceration and gangrene. Unrelieved CLI will in most cases lead to amputation
of some part of the lower limb. Up to 500,000 people suffer from CLI, with approximeately
80,000 ampuitations performed in the US each year (1).

Surgical bypass is a common intervention for patientswith CLI. Long-term resultsfrom
autologous vein and in-Situ vein bypass have been superior to polytetrafluorethylene or Dacron
grafts (4-7), which show poor patency after afew months. Sincethe CLI patient presents with
multiple profound comorbid conditions, the option of surgical intervention carries an
unacceptable risk for a sgnificant portion of the CLI population. Such patients typicaly present
with advanced cardiac disease, rend dysfunction, or alack of veinsto be used for bypass

grafting.

Catheter-based interventiona techniques, such as percutaneous trandumina angioplasty (PTA)
using baloons and stents, have shown promising results in several case sries(8,9,21). Ina
series of 60 patients with successful PTA using balloon angioplasty done (no stenting), 94%

limb salvage was achieved at 1-year (21). The authors did not comment on how often PTA aone
was not successful, or on the use and outcomes of other tandem modalities, such as
thrombectomy, atherectomy, or stents. Two randomized trids comparing balloon angioplasty to
surgery were reported, both in the mid-1980s before currently available anticoagulants and stents
were available, and with very limited enrollment (8,12). In these and other studies, certain
patterns of disease were identified that were not well suited to PTA (11,12): baloons have
traditionaly not done wdll in diffuse PAD, in which plague remodding tends to mitigate PTA
effectsfairly quickly. In cases where the disease extends throughout the legs, and many dtesin
the femord-poplited-tibid-peda arch system are blocked, trestment at afew focal Steswith
PTA isinsufficient to establish enough blood flow to help the patient. For thisreason PTA is
generaly recommended only for focal disease shorter than 1 cm (15), which does not serve
majority of the CLI population. Also, patients with severe systemic diseases, such as rend
failure, have poor prognoses for hedling anywhere in the body, including the legs.

This leaves alarge segment of the CLI population — those who represent poor surgical candidates
—without a clear trestment dternative. If the vascular disease pattern in these patients could be
reduced to asmpler pattern, and if blood flow to the foot could be established for even afew
months, symptoms would abate sufficiently to preclude amputation. This suggeststhat a suitable
atherectomy procedure, such as excimer laser atherectomy (ELA), would benefit this patient

group.

LACI Phase 2 Clinical Summary — 2 Sept 03 P.11



IDE # G980199 - PMA P910001/S022

ELA actudly removes (ablates, debulks) atheroma and thrombus. The excimer laser system uses
a catheter packed with opticd fibers to conduct pulses of ultraviolet light a 308 nm from alaser
toalesonin apatient’sartery. The ultraviolet pulses ablate or debulk the lesion as the catheter
tip isdowly advanced through the blockage. 1n a sense, the excimer catheter can “drill” through
vascular blockages that prevent successful PTA. Thisgives ELA an advantage over PTA inits
ability to traverse complex lesons and achieve technica success. The ability to remove
atheroma transforms along, complex lesion into atreated artery, perhaps with asingle foca
denoss. Further, ELA has the beneficid effect on thrombus — seen in bench testing and in
hundreds of peripheral ELA casesto date — of liquefying the thrombus, rather than bresking it
into embolizing pieces. These technica features alow investigators to address arterid blockages
that were formerly untrestable with percutaneous techniques.

Excimer laser coronary atherectomy (ELCA) has been commerciadly available in the US and
Europe since 1993. Excimer laser atherectomy of the leg arteries has been practiced
commercidly in Europe Snce 1994.(13) In February 1999, FDA approved the Laser
Angioplagty for Critica Ischemia (LACI) Phase 1 Regidry. In this 25-limb study, excimer laser
atherectomy was used to open arteria blockages near or below the knee in patients presenting
with nonhedling ulcers or gangrene. The primary endpoint was heding a 3 months, defined by a
?50% reduction in the ulcer size as measured by photomorphography. Enrollment was
completed in June 2000, with an ensuing 6-month follow-up period.

LACI Phase 1 showed that limb salvage at 6 months, without surgery, could be achieved in 70%
of patients who presented with ulcers or gangrene and who were poor surgical candidates.
Mortality and rates of minor amputation were nearly identica to established norms. (14-17) Of
the 23 patients enrolled, four died from cardiac disease during the 6-month follow-up period and
four had dective peripheral bypass. Four patients had planned minor amputation (toes and
metatarsa only) with complete heding of the surgica site. These results strongly suggested that
ahigh rate of limb salvage could be achieved without subjecting this population to surgery. (See
the section "Additiord Clinical Studies' in thisreport.)

Because the LACI Phase 1 outcomes reveded that excimer laser therapy was safe and feasible,
and suggested that patient care could be improved by the therapy, a Phase 2 or pivotd tria was
indicated. The LACI Phase 2 clinica study protocol evolved from the Phase 1 protocol, so that
it harmonized with the recommendations of the TASC document (the current standard for
definitions, endpoints, and treatment of PAD) (15), and FDA’ s various Draft Guidance
documents.(18-20)

From aclinica perspective, ELA for CLI has multiple objectives. In descending order of
urgency, these might include, among others:

Removing an acute indication for primary amputation

Limb salvage

Hedling the incison of alimited amputation

Resolution of criticd limb ischemia

Providing a previoudy unavailable anastomosis Site for surgica bypass

Preservation of surgicd options

Providing temporary relief of rest pain
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This consderation suggests that the primary endpoint of Phase 2 should be limb sdvage. This
agrees with FDA Guidance and the definitions in the TASC document. Further, the endpoint
should be assessed a 6 months, instead of at the 3-months endpoint used in Phase 1. Secondary
endpoints related to the objectives outlined above should also be tabulated.

Selection of a Control

Because ELA brings anew capability to periphera atherectomy — ablaing and removing arterid
occlusons — the extent of disease present in the LACI population are not well treated by other
interventiond modadlities. PTA does not offer an acceptable dternative for this patient group,
because PTA isreserved for short, foca disease <1 cm in length (15) whereas the disease
observed in LACI patients typically extends for at least 6 cm (see Appendix 2). Bypasssurgery
is aso not recommended for the group of patients identified for LACI Phase 2. Study designs
with a concurrent control group alocating patients to a single type of therapy cannot be
recommended for the expected study population. Therefore arandomized study design, with a
angle wdl-defined thergpy in the control group, cannot be ethically recommended for LACI
Phase 2.

Fortunately the literature presents many case series of CLI patients. One of the largest, and most
carefully conducted recert studies, was published in 1999:

ICAI Study Group. Progtanoids for Chronic Critical Leg Ischemia: arandomized,
controlled, open-labd trid with Prostaglandin E1. Ann Intern Med 1999; 130:412-421

This paper, in ahighly-respected, refereed journal, described a prospective, randomized drug
study conducted in strict accordance with the TASC recommendations. The study included 1560
CLI patients, with 771 randomized to infusion of prostaglandin and 789 to no infusion, i.e. a
variety of trestments selected on a patient- by-patient basis. These trestmentsincluded surgica
intervention in 35%, intravascular intervention in 8%, and various medications in amgority of
patients. Patient baseline characteridtics, diagnostic variables, risk factors, in-hospitd
treatments, and outcome events at hospital discharge were tabulated for the treatment and control
groups. Outcome events at 6 months were aso tabulated for 661 prostanoid patients and 673
control patients; these included separate tabulations for desth, amputation, persistent CLI, AMI-
or-stroke, a*“periphera end point,” and a“combined end point.” Kaplan-Meier plots for three
endpoints (death, amputation and persistence of critical leg ischemia) were aso presented.

Because the LACI Phase 2 patients comprised poor surgical candidates, whereasthe ICAI study
included dl CLI patients, the ICAI study control population was not grictly equivaent to LACI
across al patient characteristics. Because of their poor surgica candidacy, LACI population was
expected to have more comorbidity than the ICAI study patients. One might expect these
comorbiditiesto bias the LACI results to worse outcomes, and in this sense the ICAI data
represents a conservative baseline from which to compare LACI results.
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Selection of Primary and Secondary Endpoints

In accordance with the TASC document, the primary endpoint was limb savage. This endpoint
is represented by the amputation endpoint of the ICAI study. It should be noted that CLI
patients typically present with profound comorbid (vascular and other) conditions, as evidenced
by the 14% mortdity a 6 monthsin the ICAI control group. The "periphera endpoint” and the
“combined end point” of the ICAI study (which is harmonized to Recommendation 105 if the
TASC document) are too senditive to comorbid disease (such asilliac occlusive disease,
coronary disease, diabetes, etc.) to give unconfounded statistical evidence of the clinica
usefulness of the LACI intervention. Therefore the * peripherd endpoint” and “combined
endpoint” a 6-months were secondary endpoints for LACI Phase 2.

Since no endpoint is associated with measures of vessdl patency, no angiographic core lab was
employed in LACI. However, a photo-morphography core lab was used to assess wound area
for dl patients, so that an unbiased quantitative measure of wound healing could be made.

5. Detailed Summary

Study Design

LACI Phase 2 was a prospective consecutive multicenter clinica registry carried out in the
United States and Europe. A historical benchmark conforming to recently published standards
was used. Patients were digible for sudy incluson if there was objective evidence of chronic
critical limb ischemia (rest pain or non-heding ulcerdive lesions or gangrene) with lesonsin the
SFA, popliteal and/or infrapopliteal arteries. At 12 US sites and 3 German sites, 160 patients
with 170 ischemic limbs (the All Petients Group) were enrolled during the period of April 2001
through April 2002. Enrollment at each Site was begun after completion of severa tasks
including: Inditutiond Review Board (or Ethics Committee) gpprova, Sgning of inditutiond
agreement, investigator agreement and financia disclosure, study initiation visit by the study
monitor, and shipment of necessary forms and equipment.

The purpose of this study was to provide valid scientific evidence of the safety and efficacy of
excimer laser atherectomy, with or without adjunct PTA, for the revascularization of occluded or
partidly occluded target lesonsin the infrainguind arteries respongble for critica limb ischemia
(CLI).

The primary objective of the study is to determine whether excimer laser ablation of target

vascular obstructions, with or without adjunctive baloon angioplasty, can prevent amputations
above the ankle and relieve CLI.

Inclusion and Exclusion Criteria
Incluson Criteria
?? Signed informed consent obtained.
?? Symptomatic critica limb ischemia (Rutherford category 4, 5 or 6), Sable for at least
2 weeks prior to study incluson.
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?? Lesonsin the superficid femord artery (SFA), poplited, or infrapoplited arteries
?? At least one angiographicaly identifiable infrageniculate (beow-the-knee) artery
?? Patients must be poor surgica candidates, indicated by at least one of the following
conditions.
?? Absence of venous autologous grafts (that is, lack of a suitable vein to use for
bypass)
?? Poor (diffusely diseased or ?1mm diameter) or no dista vessds available for graft
anastlamogs
?? Highrisk of surgicd mortdity, evidenced by American Society of
Anesthesologists Physical Class 4 or higher

Exduson Criteria

Age below 18 years

Pregnancy, or plan to become pregnant

Participation in another cardiovascular or peripherd vascular IDE study.
Myocardid infarction (MI) in prior month

Stents at trestment Site

Disorders or dlergies precluding use of radiographic contrast

Rend insufficiency severe enough to contraindicate use of radiographic contrast
Contraindication to trestment with anticoagulants

Untreated ipsilaterd iliac stenosis >70%

Inahility or unwillingness of the patient to comply with intended examinations,
Unavailability of required procedura or imaging equipment

Leson located in agraft

Hemodynamicaly sgnificant arrhythmia or left ventricular gection fraction <20%
Life expectancy less than 6 morths

Necros's necessitating magjor amputation

NI IITIINTIININININN

Endpoints
Primary endpoint

The primary endpoint of this study is limb savage (absence of mgor amputation) at Sx (6)
months. Analyss of the primary endpoint was on a per-limb basis.

Secondary endpoints

1. “Periphera vascular endpoint,” which is mgor amputation or persstent CLI a 6 months
(beds limb)

2. Degth during the follow-up period (basis. patient)

3. Incidence of minor amputation (basis. limb)

4. Persgtent CLI (basis limb)

5. Mean area percent heding of ulcers (bass. ulcer)

6. Surgicd bypassintheleg (basis limb)

7. Surgica bypassto aprevioudy unavalable ste  (basis limb)
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8. Reduction in degree of planned lower extremity amputetion (basis. limb)

9. Angiographic successrate (bass limb)
Angiographic Procedura Successis defined as 50% or lessresidua stenosis on visua
asessment of the planned area of treatment after completion of trestment

Safety Endpoints: Serious Adverse Events

The main safety endpoint in this study was death during the 6-month follow-up period. In
addition, incidence of other adverse events was captured. An adverse event was defined as
serious, if the event was fatd, life-threatening, disabling or resulted in prolongation of
hospitdization. Therefore, the following were aways serious adverse events.

Degth

Myocardid Infarction

Cerebro-Vascular Incident (stroke)

Reintervention of trestment Site during concurrent hospitaization

Major perforation, necessitating surgical repair

Acute Limb Ischemia necessitating intravascular intervention or thrombolytic drugs

Amputation due to diga thrombosis

Hematoma or false aneurysm necessitating surgical intervention

Nerve injury

Magjor amputation

These serious adverse events are defined/described as follows:
1) Degth:

All deaths were recorded and were considered to be proceduradly related unlessthey are
documented to the contrary.

2) Myocardid Infarction

A myocardid infarction was diagnosed based on 2 of the following 3 conditions: clinica
symptoms, EKG changes, and increases in cardiac enzymes. Clinicd criteriaincluded sgnsand /
or symptoms (such as chest pain lagting longer than 20-30 minutes, flash pulmonary edema, etc.)
conggtent with an acute myocardid infarction. EKG changesincluded anew left bundle branch
block or new dgnificant Q wavesin at least 2 contiguous leads (greater than or equd to 0.04
sec). Enzyme criteriaincluded (in order of priority) eevation of CK-MB to > 2X upper limit of
reference range; eevation of troponin| or T to > 2X the upper limit of the reference range, if
CK-MB was not available; or totd CK > 2X upper limit of reference range, if CK-MB and
troponins were not available.

3) Cerebra Vascular Incident:

A cerebrd vascular incident (CV1 or Stroke) was avascular or systemicaly induced injury to the
brain usudly resulting in necrosis of tissue and impairment of function. A CVI can be caused by
vasogpasm, embolization, atheroscleross, aneurysm rupture with hemorrhage, hypertension,
hypovolemia, vascular exsaguination due to blood-thinning or antiplatelet therapy, aswdl as
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extringc trauma. A CVI is characterized by, but not excdlusively, the following dlinicd
manifestations, eectroencepha ographic (EEG) abnormadlities, mild to magor mental confusion
and deficits of cognitive ability, durred speech or gphasia, visud deficits, foca or generdized
loss of balance and coordination, vasotone responses, focd or generdized neuromotor deficits,
muscular tremor or spasm, pardysis or death. A CVI is sometimestrangent (TIA — trangent
ischemic attack) lasting minutes to hours without permanent disability or severe (indtantaneous
or gradua progression of symptoms) with permanent disability. The extent of injury isbased on
the location and amount of tissue effected, time to treatment, age and other pre-exiding
conditions.

4) Re-intervention of trestment dte:

A repeat angioplasty or surgical intervention was defined as the return of the patient to the
catheterization laboratory for re-insartion of a sheath followed by a new angioplasty or attempt at
the same ste during the concurrent hospitaization. Re-intervention during follow-up was
autoadjudicated as an SAE by the Data Safety Monitoring Committee,

It was advised that elective repeat angioplasty or any surgicd intervention a the trestment Ste
during follow-up should be preceded by a Doppler Ultrasound ABI showing objective evidence
of ischemia. In addition, visua inspection by angiography of the treated artery should indicate a
diameter of stenosis greater than 50%.

5) Mgor perforation, necessitating surgical repair:

Should a perforation (Ieskage of free contrast into the area around the vessel documented by
angiography), which cannot be sedled with additiona balloon inflations, occur, surgica repair
should be considered to avoid unnecessary prolonged hospitdization. Surgica repair was defined
as any surgica intervention to sedl the perforation and stop the bleeding or clean the Hematoma
6) Acute Limb Ischemia

Acute Limb Ischemia was defined as any form of ischemiathat requires immediate therapy
whether thisiswith thrombolysis or any reintervention (PTA or surgery). Acute Limb Ischemia
was typicaly caused by re-occlusion of the trestment Site (thrombus, dissection, acute recail) or
by digd embolization.

7) Amputation due to distal embolization:

Unplanned amputation (minor or mgjor) secondary to distal embolization occurring during the
index procedure was classified as a serious adverse event.

8) Hematoma or false aneurysm necessitating surgicd intervention:

The procedure and the related anticoagulation infrequently led to bleeding a the puncture site
requiring surgicd intervention. A large hematoma or false aneurysm necessitating a surgica

LACI Phase 2 Clinical Summary — 2 Sept 03 P.17



IDE # G980199 - PMA P910001/S022

intervention may dso require surgicd care. The incidence of surgica care for these conditions
was classified as a serious adverse event.

9) Nerve Injury

Mechanicd injury of the femord nerve caused by the insertion sheeth is extremdy rare. Nerve
injuries caused by large hematoma or false aneurysm occur in lessthan 1 of 1,000 patients. In the
magority of the casesa surgical intervention is not necessary. (Thistype of event was not
observed in LACI Phase 2).

10) Mgor amputation

Mg or amputation is excisgon of the lower limb at or above the ankle. In practice, below-the-
knee amputation (BKA) and above-the-knee amputation (AKA) were observed.

Minor amputation, which is amputation at or below the mid-foot, was an adverse event (which it
was hoped the LACI procedure can preclude). However, for the purposes of event
categorization, minor amputation was not a serious adverse event. This harmonizes with
Recommendation 81 of the TASC document, which suggeststhat limb salvage is successful
when the patient retains a functiond foot.

For some enrolled patientsit is inevitable that they will need minor amputation, wound
debridement, skin graft or wound care treatment. Therefore, the protocol and case report form
were designed to document such trestment that was expected prior to intervention. Any trestment
documented in this way, regardless of whether the patient requires renospitalization for the
procedure, was not an SAE.

In addition, many LACI patients had comorbidities that required some form of regular care, such
asdialyssfor rend patients, blood transfusions for anemic patients and other conditions that had
previoudy been part of the patients medicad history. Therefore, if apatient enrolled in the LACI
study required care thet reflected their previous medica history or was planned prior to their

enrollment in the study, regardless of the requirement for rehospitalization, it was not an SAE.
However, the incidence of such events was captured on the appropriate Follow-up CRF.

Safety Endpoints: Procedural Complications

The following treatment modadlities after the occurrence of complications were recommended:

Spasm: Nitroglycerin, according to locd ingtitutiona protocols.
Additiond baloon inflations

Thrombus: Additiond heparin, prolonged heparin infusion or thrombolysis.

Flow-limiting dissections or threstened closure: Additiond prolonged baloon inflations,
prolonged anticoagulant infusion or senting
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Acuterecoil: Moderate: - Additiond baloon inflations at higher pressure or larger balloon.
Severe: - Stent implantation
Peforation:.  Moderate: - Sed with prolonged baloon inflations

Severe: - Give anticoagulant antagonist
- Sed with prolonged baloon inflations
- Surgical repar

| nterventional Procedure

The patient was prepared and draped for an interventiona intravascular procedure delivered via
the common femord artery. Typicdly thisinvolved a Sddinger gpproach, with the use of a
contraaterd guide catheter to navigate across the iliac bifurcation. Alternatively, anipdlatera
antegrade puncture was used with an appropriate, shorter introducer. Diagnostic angiography
provided a"roadmap" of infrainguind arteries and the lesons therein.

Prior to thergpy, a guidewire must cross the entire occlusion and be in the distal vessel beyond
the target leson. Only gpproved conventiona mechanica guidewires were permitted during the
procedure. If free movement of the wire tip within the distal vessel was not observed, the
guidewire was withdrawn and redirected. To ensure intra-lumind position of the guidewire, a
low profile infusion catheter may be advanced over the guide wire digta to the target lesion.
Digd run-off was determined by angiographic visudization during contrast injection. Asan
aternate method of recandization, laser ablation could be used in a step-by-step manner where
the guidewire and then alaser catheter are sequentialy advanced and activated (mm by mm)
until the occlusion or stenosi's was crossed.

After the wire crossed the target lesion, the occlusion or stenosis was treated with excimer laser
atherectomy, unless satisfactory debulking had aready been achieved through use of the step by
step approach. Use of dl laser catheter Sizes was dlowed. It was recommended to ablate as much
tissue as possible in order to achieve an optimal laser channd (at least 30-50% of vessdl
diameter).

The maximum laser catheter Sze was sdlected according to the minimum vessd reference
diameter intended for trestment, and by following the specific laser catheter ingtructions for use.
In brief, the maximum laser catheter size followed a guiddine:

Minimum reference vessd diameter Laser catheter diameter
1.5mm 0.9 mMm
20 mm 1.4 mm
2.3 mm 1.7 mm
2.6 mm 20 mm
2.9 mm 2.2 mm
3.1mm 25mm
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To debulk alesion, the laser catheter tip must be in contact with tissue. The ablation depth per
pulseis approximatey 0.05 mm. To maximize ablation versus dottering (pushing tissue), the
laser catheter should be advanced at a speed of approximatdy 0.5-1 mnvsec whilethe laser is
activated. During laser ablation, sdine infusion should be infused. After the laser catheter
crossed an occlusion an angiogram was typicaly made to assess the vessd lumen. Additiond
passes were made to improve the initid laser result at the discretion of the investigator. In
genera, not more than two passes were made with the same catheter size.

Fluence (mJ¥mm?) and repetition rate (pulses per second) were adjusted according to lesion
morphology (e.g. soft or hard tissue). When fluence is increased, the potentid to ablate tissue
with ahigher density is increased. When the repetition rate is increased, the ablation rate is
increased. The following recommendations were made for laser parameter settings:

Table 2 Recommended laser parameters

Lesion morphology fluence repetition rate
[MmJI/mm2] [pulses/second]
de novo lesions 50 25
when resistance is encountered 60 25
if resistance is still encountered 60 40
when crossed, for additional passes, go back to 50 25
calcified lesions 60 25
when resistance is encountered 60 30
if resistance is still encountered 60 40
when crossed, for additional passes, go back to 50 25

Blood as well as radiographic contrast highly absorb ultraviolet laser light. Sdline, on the other
hand, tranamits ultraviolet light, resulting in greater transmission of the laser light to the lesion.
Therefore, sdline infusion was recommended whenever the laser system was activated within the
vessd.

Since laser catheters were not larger than 2.5 mm in diameter, balloon dilatations were required
to optimize the angiographic result. Therefore, adjunctive baloon angioplasty was expected in
the mgjority of cases.

The balloon catheters were be sized according to the intended vessel diameter (1.5-5 mm). As
indicated by lesion morphology, overlapping inflations were performed according to the specific
manufacturer ingructions for use. Although discouraged, the use of gpproved intra-vascular
endoprostheses (stents) according to the specific manufacturer ingtructions for use was dlowed
in case of acute recoil, flow-limiting dissection, or threatened closure. During baloon inflations
it was recommended that the distal vessdl be flushed with a sdline/heparin solution through the
baloon catheters' inner lumen in order to avoid distal embolization and/or loca thrombosis. If
diga micro-embolization or thrombus was seen or suspected, loca thrombolysis could be
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adminigered. If remaining thrombotic materia was seen or suspected within the trested
occlusion, local thrombolysis could be applied.

Concomitant Medication during hospital stay and follow-up

* Anticoagulants. According to inditutiona protocol.

Although the LACI Protocol did not specify what pharmacologica agents should be given, it
was recommended that dl patients should receive pharmacol ogics according to locd indtitutiond
protocols. However, listed below were some recommendations.

Table 3 Recommended anticoagulation

Pre-Procedure Procedure Post Procedure
At least 24hrs: Option 1 Option 2
ASA ASA ASA LMWH X 2wks.
+/- Plavix (must be +/- Plavix Plavix X 30d. ASA
on Plavix if ASA Heparin Coumadinto INR
allergic) 30-40

* Thrombolytics: In cases of possible thrombosis athrombolytic and/or antiplatelet
thergpy could be used in conjunction with the intervention, according to indtitutiona protocols.

During the study, investigators recorded pre-admission medications by checking yes/no boxes
on the LACI Phase 2 case report form. Ten (10) categories of thergpeutic agents, commonly
used in the trestment of CLI patients, were queried. The number of patients treated with each
of the ten types of agents are tabulated below, with percentages calculated on a per patient
basis (N=145 patients). Over haf (61%) of the cases were being treated using antiplatelet
thergpy, and no patients were recaiving thrombolytics a the time of admisson. Additiondly,
pre-enrollment data show 108 patients being trested for hypertension.
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TYPE OF PRE-ADMISSION NUMBER OF PATIENTS TREATED
MEDICATION WITH MEDICATION
Frequency of Percentage of 145
Patients Patients

Antiplatelet 88 61%

Anticoagulant 37 26%

Analgesic 54 37%

Vasoactive 15 10%

Heparin 14 10%

Calcium Antagonist 38 26%

Beta Blocker 54 37%

Nitrates 22 15%

ACE Inhibitor 54 37%

Thrombolytic 0 0%

Many patients were receiving more than one type of medication, but some (7/145=5%) were not
taking any of the ten types of drugs tabulated above. No patients were taking more than 6 types
of drugs

Table 5— Number of Patients receiving Follow-up Medications, in Six (6)
Categorical Types

TYPE OF FOLLOW-UP MEDICATION NUMBER OF PATIENTS TREATED
WITH MEDICATION
Frequency of Percentage of 145
Patients Patients

Antiplatelet 122 84%

Anticoagulant 50 34%

Analgesic 65 45%

Vasoactive 29 20%

Heparin 11 8%

Thrombolytic 0 0%

Data Collection

Data were collected by research coordinators at each ingtitution and entered on reprinted 2 part
NCR (non-carbon) paper forms. During avigt to asite, a study monitor compared the dataon
the forms to hospitd records before taking the forms from the indtitution. Inthe US,
Spectranetics personnd performed the monitor duties. In Germany, a contract monitor was
provided by CorTria, a contract research organization. Completed and monitored report forms
were then forwarded to the data coordination center (DCC) at Spectranetics. All formswere
monitored before reaching the DCC.

At the DCC, data were keyed into an electronic database (SASStat, SAS Indtitute, Cary, NC).
Thereafter data quality and integrity checks were performed according to sandard protocols; in
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practice, 100% of the data were actually checked againgt the paper forms. During key-in, data
checking and data andysis, edit queries were generated for missing data or out- of-range items.
Edit queries were closed by receiving clarification from study Site research coordinators and
editing the e ectronic database accordingly.

Digita images of patients limbs were recorded and handled as described in the section on digital
morphography.

Digital Morphography

Digita photography (morphography) was performed at inclusion prior to trestment to document
and map the extent of lower limb or peda ulceration(s) for dl patients. Repeat morphography
was done at the 3- and 6-month follow-up vist using the same photographic projections obtained
at incluson. A digital camera (Kodak DC260 or DC 290) was used to photograph the subject.
Each subject was photographed from five stlandard photo angles: three angles of the lower leg
and the top (dorsdl) and the bottom (plantar) surfaces of the foot. The lower leg images were
taken while the patient was in a supine position by photographing the anterior- mediad and
anterior- latera aspect of the leg with the patient lying on his (her) back and photographing the
posterior aspect of the leg while the patient was positioned on his (her) sde (the side opposite of
the leg to be photographed) or by having the patient hang his (her) leg over the Sde of the bed, or
while the patient was seated in achair.

Additiona photos were taken of ulcersif they; 1) gppeared on the tips of the toes, one photo was
taken from directly in front of the tips of the toes, or 2) on the edge of the foot near the fifth
metatarsa bone, one photo was from an angle 607 from the vertical amed & the fifth metatarsd,
or 3) are small and are located on the lower leg, a photo was taken of each smdl ulcer, with the
camera angle coincident with the normd to the center of the ulcer. A reasonable definition of
"smdl ulcer" was ulcer that can be captured entirdy in the view finder of the digitd camera.

Any lesion that wrapped partidly or entirely around the leg should be captured by taking three
close-up images of the ulcer at 1207 apart.

A 3x3 cm cdibration target was typicaly visblein al photos. The cdibration target was placed
in the plane of the ulcer so that the centroid of the calibration target was coincident with the
cameraangle.

Photos were stored in flash memory cards by the camera. The memory cards were mailed to the
corelab for analyss. The corelab estimated the actud area of the ulcer from the photos, using
the cdlibration target asacdibration. For large ulcers on the lower leg, the true areawas
estimated by adding the image areas observed in the three 120? photo angles. For smdl ulcers
on the lower leg, or on the toes or edge of the foot, the additional photos were used. In the case
of an ulcer wrapped around the fifth metatarsal, ulcer areas from two images of the foot, taken
120° agpart, were combined.
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Statistical Analysis

Hypotheses and Sample Sze Calculation

The results of LACI Phase 1 suggested thet limb salvage can be expected in 86% of patients
reaching the 6-month follow-up(= ?7). Thisisvery close to the 86.8% figure observed in the
ICALI control group (= ?1). LACI Phase 2 was intended to show resultsthat are at least as good
asthe ICAI control group. That is, the hypotheses would be

Hoi?l??z
Hi:?1>%7

Enrollment should be large enough to have sufficient statistical power to rgect Ho if 2 = | ?1.?5|
> 10%. Thisdifference of ten percentage points (between the ICAI benchmark and the threshold
for rgecting Hy) was chosen by the Steering Committee on the basis of historica expectations

for poor surgica candidates (3,9,12). Using the methods of Lachin (Lachin M. Introduction to
sample sze determination and power analysisfor clinica trids. Control Clin Trias 1981; 2:100)
we set

? = .05 1-sdedz = 1.645
1-72=.80 210 = .842
Po=.768  p.=.868

and caculate that N = 96 patients should be enrolled.
These caculations can be checked by using the equations of section 3.4 of Fleiss (HeissJL.

Statistical Methods for Rates and Proportions, 2" ed. John Wiley & Sons, New Y ork, ©1981),
which are gpplicable to studies with unequa sample sizes. In this case, we st

?=.05 2-9dedc(?/2) = 1.645

1-?=.80 c(1-?)=-.842

P1=.868 observed proportion from the control group
P2 =.768 expected proportion from the test group

r =.2008

The equations render:
m =577 the observed number of patientsin the control group reaching 6-months
rm=116 the required number of observationsin the test group.
This caculation suggests that enrollment should be gpproximatiey 116 observations, whichisa
dightly higher number than calculated from Lachin's formulas. To be consarvative, and to
ensure amargindly higher satistical power than the minimum required by Lachin, LACI Phase
2 planned for an enrollment of 116 petients.

As asecond check of the cdculations, we use the methods of Hessto cdculate the interva
around the benchmark vaue of .868 that would fail the Z-test. If the LACI Phase 2 resultsfall
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above .811 with n = 116 observations, the calculated z would be greater than -1.645, indicating
that Ho should not be rejected.

A sudy size of 116 patients gives enough power to establish a gatigticaly sgnificant difference
between the ICAI control and LACI Phase 2 if the latter fdl outsde the following intervas for
two safety endpoints (using a Z-test with zyi; = 1.645):

ICAI control Interva of equivadence for
LACI Phase 2
Death (dl causes) 96/673 (14.3%) 8.5% - 20.1%
Nonfatd MI-or-stroke 4/673 (0.6%) 0% - 2.2%

Allowance was made for patient deaths and dropouts. The ICAI study observed 14% desths at
gx months. Thisimpliesthat LACI Phase 2 enrollment should be increased by 15 patients, so
that statistical power can be preserved. AsLACI Phase 1 demonstrated, a 5% withdrawal at the
6-month endpoint was expected. Thisimplies that enrollment should be increased by (another)

5 patients. Thetotal registry enrollment would then be 116 + 15 + 5 = 137 patients. These
patientswill congtitute the "data poal.”

In addition, it was estimated that up to haf of the investigators will not have prior experience
with infrainguina excimer laser angioplagty; the other hdf of the investigators will have

previous experience with the technology. The protocol alows for these investigators to treat up
to three patients as part of thelr training. These patientswill be pooled as“training cases* and
may amount to as many as (20/2) * 3 = 30 patients. The tota number of patients treated during
the LACI Phase 2 study would then be 137 + 30 = 167.

Satistical Analyses Performed

Data were analyzed using the programmable features of the SAS database system to create tables
of frequencies, means, standard deviations and ranges. An "intent-to-treat" method was used for
andyzing the Registry Group, thet is, the basisfor dl frequency caculations was the number of
patients enrolled or the number of limbs enrolled. The basis for al Control Group caculationsis
the number of patients. The Control Group publication reported serious adverse events on the
bass of the 789 patientsintialy enrolled, but the 6-month primary endpoints were reported for a
673-patient subgroup (116 patients were withdrawn from the 6-month anaysis because they

were enrolled a steswith unrdiable data).

Comparisons between the Registry Group and the Control Group were made by loading datainto
a spreadshest, and calculating differences and 95% confidence intervas. For some comparisons,
p-vaues were caculated from 2-sded continuity- corrected Chi-square, unless a cell count was ?
5, in which case Fisher's Exact was used. A univariable Cox proportiona hazards mode for
6month death and mgor amputation isfitted by using these variables respectively: age, gender,
height, weight, leg of Rutherford classification 6, weeks of documented critica limb ischemia,
previous ul ceration/gangrene, previous CAD, previous CVA, previous hypertenson, previous
diabetes, previous pain (in treetment limb), previous minor amputation. Among the 26 modds it
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was found that age was a sgnificant predictor for 6 month death, and leg of Rutherford
classfication 6 was sgnificant for 6 month mgor amputation. Since there was no evidence that
any factor would add sgnificantly to the one factor in each mode, multiple analyses were not
explored.

Historical Control
The LACI control was the Control Group in the randomized tria reported in:

ICAI Study Group. Prostanoids for Chronic Critical Leg Ischemia: arandomized,
controlled, open-labd trid with Prostaglandin E1. Ann Intern Med 1999; 130:412-421

A copy of thisarticle appearsin Appendix 1.
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Patient Group Definitions

All Pdients

Training Group

Traning Legs

Regigry Group

Regidry Legs

Stented Legs
Nongtented Legs

Category 4 Legs

Category 5-6 Legs

Control Group

Patient Enrollment

al patients enrolled in LACI Phase 2

subgroup of All Patients consisting of first 3 patients treated a new LACI
gtes plus patients who were enrolled but did not meet theinclusion criteria
for Rutherford Category. This group has no patientsin common with the
Registry Group.

al legsin the Training Group. In this group, the number of legs equasthe
number of patients.

subgroup of All Patients, minus the Training Group. The Registry Group
comprises the pivotal datafrom LACI Phase 2.

al Registry Group legs. Ten patients had two legs enrolled, so there are
more obsarvations in Registry Legs than there are patients in the Registry
Group.

subgroup of Registry Legs that were stented in the index procedure
subgroup of Registry Legs that were not stented in the index procedure

subgroup of Registry Legsthat presented with rest pain only (thet is,
Rutherford Category 4)

subgroup of Registry Legs that presented with ulcerations and/or
gangrene, or minor amputation required (that is, Rutherford Category 5 or
6)

the Control Group patients in the randomized trid reported in:

ICAI Study Group. Prostanoids for Chronic Critical Leg Ischemia: a
randomized, controlled, open-labd trid with Prostaglandin E1. Ann
Intern Med 1999; 130:412-421

At 15 stes (12 inthe USA, 3 in Germany), patients presenting for intravascular trestment of CLI
were screened during the period of April 2001 - April 2002. Patients who met all study criteria,
and who signed an informed consent document, were enrolled.  Four sites had not previoudy
participated in LACI Phase 1 or the PELA Trid (Periphera Excimer Laser Atherectomy), which
studied the use of periphera laser catheters on claudicants; these sites were dlowed up to 3 roll-
in patients per Ste. Data on roll-in patients were pooled in the Training Group. Data intended
for comparison with the Control Group were pooled in the Registry Group. The union of the
Registry Group and the Training Group represents dl patients enrolled in LACI Phase 2.
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After treatment it was retrospectively found thet 5 patients did not meet inclusion criteria (they
were Rutherford Category 3, claudicants without rest pain or ulcers). Nevertheless, full dataon
these patients were collected and, on the advice of the Steering Committee, pooled with the
Training Group. Petient flow is shown in Figure 1.

Figure 1. Patient flow in LACI Phase 2 Group and Control Group

LACI Group Control Group
288 patients 2582 patients
screened screened
128 screen failures 10f22,|
—”  (notenrolled) ————p  Treenialures
(not enrolled)
\ 4 \ 4
160 patients enrolled 1560 randomized
170 limbs enrolled / <
v ! 771 Alprostadii 789 Control Group patients
Registry Group Training Group L
145 patients 15 patients 116 withd :
155 limbs 15 limbs withdrawn Tror
man anayss
v v
15 deeths 2 deaths L
11 lost 2lost 673 paientsin
L L 6-month anelysis
119 patients 11 patients !
completed completed
6 months 6 months 96 oeeths
7 lost to follow-up

'

570 patients
completed 6 months
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Initia enrollment was relatively dow, until December 2001, when severd siteswith high patient
volume were ectivated. Thereafter enrollment averaged about 25 patients per month. At the
concluson of enrollmert, 35% of sites had enrolled 68% of patients.

Follow-up
Follow-up consisted of data collection at hospita discharge, and clinicd vistsat 1-, 3- and 6-
month intervas. At each stage of follow-up, a portion of the case report form was completed by

the site research coordinator. Follow-up forms were monitored and collected as they became
avalable dl follow-up was collected by the end of December 2002.

If an event occurred that may be a Serious Adverse Event (SAE), a SAE Report form was
completed and immediately FAXed to the data coordination center and keyed into the database.
Following receipt of the SAE form and any supporting documents, the SAE was adjudicated, and
the adjudication results aso keyed into the database.

Table 6 Assessments performed at each interval.

Visits 0 1 2 3 4 5

Screening | Inclusion/ | Discharge | 1 month [ 3 month | 6 month
Treatment follow-up | follow-up | follow-up

Medical History X

Medication X X X X

Physical Exam X X X X X

ABI X X X X X

Clinical category of X X X X X

chronic limb ischemia

Angiography X X

Digital Morphography X X X

Study inclusion X

Blood samples X

Angioplasty X

Clinical events X X X X X

Committees

Seering Committee
The Steering Committee decided on matters concerning the management of the study, such as

reactions to protocol violations, amendments of the protocol, reaction to safety reports and
publication of the sudy results.
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The members of the Steering Committee were:

John Laird, MD Washington Hospital Center, Washington, D.C. (Principal Investigator)

Bruce Gray DO Greenville Memorid Hospitd, Greenville, SC (Investigator)

W. Grundfest, MD Cedars Sna Medica Center, Los Angeles, CA (Medica Consultant)

ChrisReiser, Ph.D.  Spectranetics Corporation, Colorado Springs, CO (non-voting sponsor
Representative)

Data Safety Monitoring Committee (DSMC)

The DSMC will reviewed the preliminary andysis of adverse events and the primary endpoint.
Periodic reports from the Data Coordinating Center were provided to the Safety Committee on
request. The DSMC aso reviewed thefind andyss. DSMIC mestings were held on 7/10/02 and
1/10/03. The DSMC chairman was briefed on amore frequent basis by e-mall.

The members of the DSMC, including a biogtatistician, were independent persons not involved
in any other matters of thistrid. The membersincluded:

Mark Burket MD Medica College of Ohio, Toledo, OH (Chairman)

Sadik Khuder PhAD ~ Medica College of Ohio, Toledo, OH (statistician)
Charles Byrd MD Broward Generd Medica Center, Ft Lauderdae, FL

Critical Event Committee

A member of the Critica Event Committee reviewed al adverse events reported during the
sudy, and classified them according to the definitionsin the protocol.

CEC members could be physicians familiar with peripherd interventiona techniques and
excimer laser atherectomy. CEC members were independent persons not involved in any other
matters of thistrial. They were not LACI investigators, members of aLACI Committee, or a
coworker of aLACI investigator. They did not own sponsor stock.

CEC members could be fdlows or physicians-in-resdency. CEC members received honoraria
for participation in meetings and rembursement for expenses.

During the course of the study, it was found that one CEC member was sufficient to perform dl
duties related to the study. Hence the CEC committee consisted of :

Bhagat Reddy MD  Vanderbilt Universty, Nashville, TN (CEC member)

The CEC adjudicated SAE reports on 5/18/02, 9/14/02, 11/8/02, 12/1/02, and 1/3/03.
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6. Results

Within All Patients, 52 patients (58 limbs) were enrolled in Germany, and 108 patients (112
limbs) were enrolled in the USA. Thetop 4 sites enrolled 58% of patients.

Table 7 Enrollment, All Patients

Group Investigator Site Code Site Name Patients ] Legs
Registry Mitar Vranic AHI Arizona Heart Institute 23 25
Frank Bunch CAR Springhill Memorial 5 5
Thomas Vogl /
Joern Balzer ERA Univ. Frankfurt 6 6
Dan Garnic GLE Glendale Memorial Hospital 7 8
Bruce Gray GRE Greenville Hospital 19 19
John Shuck LAN Lankenau 8 8
Giancarlo Biamino /
Dierk Scheinert LEI Hertzentrum Leipzig 24 28
Gino Sedillo MAN Manatee Hospital 10 11
Tyrone Collins OCH Ochsner Clinic 1 1
Gary Ansel RIV Riverside Memorial Hosp. 7 7
David Cohen SJO St. Joseph's (Paterson, NJ) 7 7
Mark Mewissen SLM St. Lukes (Milwaukee) 1 1
John Laird WHC Washington Hospital Center 5 5
Thomas Zeller ZEL Hertzentrum Bad Krozingen 22 24
subtotal: 145 155
Training Mitar Vranic AHI Arizona Heart Institute 4 4
Gino Sedillo MAN Manatee Hospital 4 4
Frederick Beavers NYH New York Presbyterian 1 1
David Cohen SJO St. Joseph's (Paterson) 3 3
Mark Mewissen SLM St. Lukes (Milwaukee) 3 3
subtotal: 15 15
total: 160 170
NOTES:

1. Manatee Hospital enrolled one patient as both a Training leg (MAN T03)
and a Registry leg (MAN 004).
2. A full listing of investigators and sites may be found in Appendix 3
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Table 8 Baseline patient characteristics, Registry Group vs. Control Group;
Training Group

Registry Control Group Training
Group n=789 Group
n=145 n=15
Difference 95% Cl in
Difference
Age 72210 71210 1 -0.8102.8 732 12
(45-91) (52-91)
n % n % Difference 95% Cl in n %
Difference
Gender:
Male 77 53% 572 2% -19.4% -28.5% to —10.3% 6 40%
Previous Cardiovascular lliness:
Stroke (CVA) 30 21% 92 12% 9.0% 1.7% to 16.4% 2 13%
Myocardial Infarction (MI) 33 23% 120 15.% 7.5% 1.9% TO 16.1% 2 13%
Coronary Artery Disease (CAD) 72 50% | DNA 7 47%
Previous Surgical Interventions:
Coronary Artery Bypass (CABG) 24 17% | DNA 4 21%
Coronary Angioplasty (PCTA) 21 14% | DNA 2 13%
Risk Factors Present at
Enrollment:
Diabetes 95 66% 309 39% 26.4% 17.5% to 35.2% 7 47%
Hypertension 121 | 83% 384 49% 34.8% 27.4% to 42.2% 12 80%
Hypercholesterolemia 81 56% 126 16% 39.9% 31.0% to 48.8% 8 53%
Obesity 51 35% 53 7% 28.5% 20.1% to 36.8% 3 20%
Smoking Past 57 39% 352 45% -5.3% -14.4% to 38% 5 33%
Smoking Current 20 14% 201 25% -11.7% -18.5% TO —4.9% 3 20%
Other 21 14% DNA 0 0%
Renal Function:
Creatinine (144) 17?1904 DNA 15?12
-11) (0.6-4.5)
BUN (140) 3407?221(7 DNA 2607133
- 139) (6-48)
Poor Surgical Candidate:
High Surgical Risk 66 46% 84 11% 35% 27% to 44% 2 13%
Absence of Venous Autologous Graft 47 32% | DNA 3 20%
Poor/No Distal 98 68% | DNA 12 80%
Any two Reasons 48 33% | DNA 2 13%
Any three Reasons 9 6% DNA 0 0%

Notes: DNA = Data was not available for Control
Other (Risk Factors) = History of Infection, Neuropathy, Limb Pain, and Interventions in Limbs
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Table 9 Baseline patient characteristics, Registry Group vs. Control Group

Registry Control Difference [95%ClI]
n = 145 n = 789
n_% n__%
% Right Legs 75 (48%) DNA
Rutherford category:
4 40  (28%) 240  (30%) -2.8% [ -10.8%, 5.1% ]
50r6 105 (72%) 549  (70%) 2.8% [ -51% , 10.8%]
5 94 (65%) DNA
6 11 (7%) DNA

CLI presentation:

Rest pain 118 (81%) 729 (92%) -11.0% [ -17.6% , -4.4% ]
Ulcers or Gangrene 105 (72%) 549 (70%) 28% [ -5.1% , 10.8%]
Ulcers 96 (66%) DNA
Gangrene 39 (27%) DNA
Neuropathy 72 (50%) DNA

Duration of CLI (weeks)

25 + 37(1-261)

"AT LEAST 2 WEEKS"

Location of ulcers/gangrene: n__ % n__ %

Lower Leg(above ankle) 14 (9%) DNA

Ankle 12 (8%) DNA

Foot(below ankle) 65 (45%) DNA

Heel 17 (12%) DNA

Toe 33 (23%) DNA

Sole 3 (2%) DNA
Previous major amputation 0 (0%) 35  (4%) 44%[ -5.9%, -3.0% ]
Previous minor amputation 18 (12%) 44 (6%) 68% [ 1.2% 12.4% ]
Post-procedure planned minor amp. 23 (16%) DNA
Amputation indicated (note 1) 56 (39%) DNA
Previous interventions (including bypass) 32 (22%) 176 (22%) -0.2% [ -7.6% 7.1% 1]

NOTES:

1. "In the absence of intervention, would this patient be referred for amputation?"
DNA = data was not available for the Control group

CLI = critical limb ischemia
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Lesions in the Registry Legs

n = 423
Locations of Vascular Lesions: n %
SFA 174 (41%)
Popliteal 64 (15%)
Tibio-peroneal trunk 51 (12%)
Anterior Tibial 38 (9%)
Peroneal 38 (9%)
Posterior Tibial 32 (8%)
Pedal 15 (4%)
Suprainguinal 10 (2%)
Graft 1 (0%)
Registry Legs
n = 155
Lesions per limb 27+14 (1-7)
Lesion length (mm)* 61.5 + 69.5 (1.5 - 500)
Runoff vessels: n %
No vessel 46 (30%)
One vessel 62 (40%)
Two or more vessels 47 (30%)
Limbs had: n %
Stenoses alone in 14 (9%)
Occlusions alone in 32 (21%)
Stenoses and occlusions 109 (70%)

*Length of “lesions to treated,” as recorded in the Pre-Treatment
Diagnostic Angiography section of the Case Report Form

Table 10 Baseline vascular disease characteristics, Registry Legs
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Reqistry Legs
n =155
Approach used: (3 missing) n %
Antegrade 48 (31%)
Contralateral 104 (67%)
Mean number of guidewires used 1.8 £ 0.9 (0-5)
Failed guidewire crossing 13 (8%)
Failure reasons (>1 reason is possible): n %
Wire will not advance 9 (6%)
Subintimal route 4 (3%)
Poor backup support 2 (1%)
Misalignment 2 (1%)
Perforation 0 (0%)
Other 2 (1%)
Laser Information: n %
Laser treatment delivered 153 (99%)
Step-by-step technigue 26 (17%)
Mean number of laser catheters used 1.3 £ 0.7 (0-4)
Mean laser pulses delivered 5371 + 5871 (375 - 39656)
Balloon Information: n %
Balloon catheter used 149 (96%)
Mean number of balloons 1.7 £+ 0.8 (1-4)
Mean balloon diameter 40 + 1.2 (1.5 -8)
Stent Information: n %
Stent implanted 70 (45%)
n %
Other procedures performed: 8 (5%)
lliac(s) treated 3 (2%)
Rotational atherectomy with 1.25 burr 2 (1%)
Aspiration catheter 1 (1%)
Coronary angioplasty/stent 1 (1%)
PTA of non-treatment leg 1 (1%)
Mean Hospital stay, days 3.0 +5.1 (0 - 43)
Median hospital stay, days 1

Note that laser treatment was delivered in 99% of the cases despite an 8% guidewire crossing
falurerate. Thisismainly due to the employment of the step-by- step technique unique to laser

atherectomy procedures.
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Table 12 Procedure Complications: Registry Legs by Group and Training Legs

2. The severed sheath reguired surgical removal.

1. One perforation led to compartment syndrome requiring anterior tibial/ peroneal fasciotomy of the leg.

Reaistry Leas | Trainina Leas | Stented Leas |Non-stented Leas
= 155 n=15 n=70 =85
Procedural Complications: n % n % n % n %
Spasm 5 (3%) 0 (0%) 1 (1%) 4 (5%)
Major Dissection 6 (4%) 0 (0%) 3 (4%) 3 (4%)
Thrombus 5 (3%) 0 (0%) 4 (6%) 1 (1%)
Distal Embolization 5 (3%) 0 (0%) 3 (4%) 2 (2%)
Perforation (Note 1) 4 (3%) 2 (13%) 1 (1%) 3 (4%)
Need for urgent surgical revasculariztion 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Sheath severed during manipulation (Note 2) 1 (1%) 0 (0%) 0 (0%) 1 (1%)
Other 6 (4%) 0 (0%) 1 (1%) 5 (6%)
Additional therapy required: n % n % n % n %
Balloon angioplasty 6 (4%) 0 (0%) 2 (3%) 4 (5%)
Bypass graft surgery 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Embolectomy 2 (1%) 0 (0%) 1 (1%) 1 (1%)
Endarterectomy 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Atherectomy 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Thrombolytic therapy 5 (3%) 0 (0%) 3 (4%) 2 (2%)
Thromboaspiration 3 (2%) 0 (0%) 3 (4%) 0 (0%)
Other 3 (2%) 0 (0%) 0 (0%) 3 (4%)
Notes:
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Table 13 In Hospital Complications: Registry Legs by Group and Training Legs

1. Three of the patients requiring a transfusion have a history of chronic anemia.

Reqistry Legs Training Legs Stented Legs | Non-stented Legs
n= 155 n= 15 n=70 n= 85
n % n % n % n %
Reocclusion 2 (1%) 0 (0%) 1 (1%) 1 (1%)
Distal embolization 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Venous thrombosis 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Psuedoaneurysm 2 (1%) 0 (0%) 2 (3%) 0 (0%)
AV Fistula 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Renal failure 2 (1%) 1 (7%) 0 (0%) 2 (2%)
Bleeding 8 (5%) 0 (0%) 3 (4%) 5 (6%)
Puncture site 3 (2%) 0 (0%) 1 (1%) 2 (2%)
Retroperitoneal bleed 1 (1%) 0 (0%) 1 (1%) 0 (0%)
Other 4 (3%) 0 (0%) 1 (1%) 3 (4%)
Infection 2 (1%) 0 (0%) 1 (1%) 1 (1%)
Other Complication 4 (3%) 0 (0%) 2 (3%) 2 (2%)
Additional therapy required
Reintervention 2 (1%) 0 (0%) 1 (1%) 1 (1%)
Vascular repair 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Surgical revascularization 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Thrombolysis 1 (1%) 0 (0%) 1 (1%) 0 (0%)
Transfusion (Note 1) 4 (3%) 0 (0%) 2 (3%) 2 (2%)
Dialysis 2 (1%) 1 (7%) 0 (0%) 2 (2%)
[V antibiotics 3 (2%) 0 (0%) 2 (3%) 1 (1%)
Other 5 (3%) 0 (0%) 3 (4%) 2 (2%)
Notes:
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Procedurd information on Stented Legs is broken out separately in Table 12. Stenting occurred
more often in the superficia femord artery (SFA), with the stent frequency decreasing as
therapy reached towards the foot. A wide variety of stents were used, with the most frequently
used stent being the nitinol Cordis Smart stent.

Table 14 Stent usage, Stented Legs

Stented Legs
n=_70
Mean number of stents 1.9+1.1 ( 1- 5)
Mean total length of stents, mm 121 + 94 (17 - 440)
Location of stents 133  (100%)
SFA 87 _ (65%)
Popliteal 26 (20%)
Infrapopliteal 16 (12%)
Other 4  (3%)
Type of stents 145 (100%)
BARD 7 (5%)
BX Velocity 4 (3%)
CORDIS SMART 54  (37%)
DYNALINK 7 (5%)
FLEX 7 (5%)
INTRACOIL 12 (8%)
JO 3 (2%)
LUMINEX 3 (2%)
MULTILINK 6 (4%)
PALMAZ 2 (1%)
PROTEGE 8 (6%)
RADIUS 4 (3%)
UNKNOWN 5 (3%)
Various BILIARY 2 (1%)
Various other 17 (12%)
WALL 4  (3%)

LACI Phase 2 Clinical Summary — 2 Sept 03 P. 38



IDE # G980199 - PMA P910001/S022

Use of laser cathetersis summarized in Table 13. A variety of Szeswas required, ranging from
0.9 mm diameter to 2.5 mm.

Table 15 Laser catheters used, Registry Legs

Device

Model # Product Description n
110-001 0.9 mm Extreme 16
110-002 0.9 mm Extreme 1
110-003 0.9 mm Vitesse 5
114-001 1.4 mm Extreme 1
114-009 1.4 mm Vitesse COS 24
117-007 1.7 mm Vitesse C 1
117-016 1.7 mm Vitesse COS 22
120-001 2.0 mm Extreme 10
120-008 2.0 mm Vitesse E 10
120-009 2.0 mm Vitesse COS 17
220-006 2.0 mm Extreme |l 4
222-005 2.2 mm Extreme 54
223-001 2.3 mm Extreme |l 1
225-004 2.5 mm Extreme 34
225-010 2.5 mm Extreme |l 3

Total: 203
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Angiographic results, visualy assessed by each investigator, are shown in Table 14.

Table 16 Angiographic results, Registry Legs

Pre-Treatment Baseline % DS* | Post Laser % DS | Final % DS*
Mean + StdDev | Range %DS  [Mean + StdDev | Range %DS [Mean + StdDev | Range %DS
SFA lesions
Laser used 91 + 13 (50 - 100) 56 _+ 23 (. 0- 100) 16 £+ 25 I( 0- 100)
Laser not used 100 + O (100 - 100) Not Applicable | Not Applicable | Not Applicable | Not Applicable
Popliteal lesions
Laser used 94 + 10 (_70- 100) 53 + 26 ( 0- 100) 14 + 19 ( 0- 100)

Laser not used

Not Applicable | Not Applicable

Not Applicable | Not Applicable

Not Applicable

Not Applicable

Infrapopliteal lesions

Laser used 922 + 11 (__50-100) 53 + 28 (__0- 100) 24 + 30 ( 0- 100)
Laser not used 90 + 0 (90- 90) Not Applicable | Not Applicable Not Applicable | Not Applicable
1
All lesions 92 + 12 ( 50- 100) 55 + 24 ( 0- 100)' 18 + 26 ( 0 - 100)
NOTES:

1. %DS = percent stenosis, relative to vessel diameter.

Procedural results are arranged by group in Table 15. Procedura Success utilizes the find %DS
determined by the invedtigator. Assessment of straight-line flow to the foot was aso assessed by
the investigator via angiography.

Table 17 Procedural and Clinical results by Group

Reaqistry Legs

Training Legs

Number Enrolled= 155

Number Enrolled= 15

n % n %
Procedural success 1321(85%) 131(87%)
Straight line flow established 1381(89%) 13|(87%)
Primary Endpoint 118)(76%) 12|(80%)

Reaqistry Group Stented Legs |Reqistry Group Non-stented Legs p-value
Number Enrolled= 70 Number Enrolled= 85

n % n %
Procedural success 65](93%) 67](79%) 0.013
Straight line flow established 67](96%) 71]1(84%) 0.019
Primary Endpoint 58](83%) 60](71%) 0.09

NOTES:

1. Procedural success: <50% residual stenosis (visual assessment) at conclusion of all LACI treatment steps,
which may have included balloon angioplasty and/or stenting.

2. Straight line flow: patent superficial femoral artery, patent popliteal artery,
and at least one patent infrapopliteal artery

3. Clinical success: Alive without major amputation at 6 months; equivalent to Primary Endpoint.

4. p-value by Fisher's Exact Test
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Table 18 Secondary endpoints, Registry Group

Basis
(note 1) n %

Angiographic procedural success (note 2) limb 132 85%
Peripheral vascular endpoint (note 3) limb 52 34%
Death during follow-up period (n=145 patients) patient 15 10%
Incidence of minor amputation limb 14 9%
Reduction in degree of planned amputation limb

Reduction in planned major amputation (note 4) 4 3%

Reduction in planned minor amputation (note 5) 2 2%
Surgical bypass limb 3 2%
Surgical bypass to a previously unavailable site limb 2 2%
Mean area percent healing of ulcers (note 6) ulcer 85 50%
NOTES:

1. Limb basis n=155, patient basis n=145

2. Procedural success : 50% residual stenosis (visual assessment) at conclusion
of all LACI treatment which may have included balloon angioplasty and/or stenting

3. Peripheral vascular endpoint: alive with major amputation or persistent CLI
at 6 months

4. Amputation at or above the ankle

. Amputation at or distal to the mid-foot

6. As determined by photo-morphography core lab, at 6 months

(31
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Figure 2 Kaplan-Meier plot, Freedom from Major Amputation, Registry Group &
Control Group
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Figure 3 Kaplan-Meier plot, Death, Registry Group and Control Group

Time after enrollment (days)
o T 30 [ 60 [ 9 [ 120 | 150 ] 180
Registry Group
# at risk 145 140 137 132 127 124 119
# in study 145 140 140 138 138 137 134
# deaths 0 0 3 6 11 13 15
% surviving] 100% 100% 98% 96% 92% 91% 89%
1.5*%SEM 0.0% 1.8% 3.5% 4.1%
Control Group
# at risk 789 755 725 706 691 680 670
# in study 789 789 789 786 786 786 783
# deaths 0 34 64 80 95 106 113
% surviving]  100% 96% 92% 90% 88% 87% 86%
1.5*%SEM 0.0% 1.5% 1.7% 1.9%
Tests between Groups
time point |Chi-squarg DegFrdm _[p-value
180 0.75 1 0.38

Note: No deaths occurred during the LACI procedure, or due to a cause directly associated with
LACI.
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Figure 4 Adjudicated serious adverse events, Registry Group

Reqistry
In-HnQInif:-)I Duting-Fellow-tp Toiat Control Difference [95“0C:]
n=H45 I a=145 [ =145 I a=039 I
An; SHE A = 0% B % o % | ]
Death Aul 0.0%)[ 1 (103% ] 15 [(103%) 113 [(14.3%)| -4.0% 9.9% . 2.0% |
Myocardial Infarction ~He -0%) 0 (0.0%) 0 (0.0%) 9 (1.1%) || -1.1% 2.3% , 0.0% ]
Stroke  Maior Armoutatidn 0006 = (0.7%) 1 (0.7%) 1 (0.1%) || 0.6% 12% . 2.3% |
M or Stroke* "0 Troowml 1 (0.7%) 1 0.7%) [ 10 (1.3%) || -0.6% 25% . 1.4% ]
Reintervention  Nerve Injary | (1.4%)) 22 |(152%)] 24 |(16.6%)) 34 | (4.3%)| 12.2% 5.6% , 18.9% ]
Major perf w/ surgery 0 1.(0.0%) 0 (0.0%) 0 (0.0%) DNA
Acute CiREIAIOMA W/ SUrg&YY 17 (0.0%) 1 07%|[ 1 (07%) || DNA
Maior Amp. due to DE, O 7 (0.0%) 0 (00% | o (0.0%) || DNA o Control
HEMaAOaWISUIeUC IO L= | 0790 o0 [ (0ow | 1 7] 6 [©08%]| -01% [ |-2.0%6r0up8%
Nerve Injuiia 1 imh lechan®ia (0.0%) 0 (0.0%) 0 (0.0%) DNA O Reqistrs
Major Amiputation” ™ ™=T™"™ H g 704 8 (5.5%) 9 62%) [ 76 (9.6%) || -3.4% -8.3%}”'1‘4%
I\llé,Egﬁr perfw/slgery | (0.0%)] 2 14w 2 (1.4%) || DNA el o

BKA 17 - (0.7%) 6 (4.1%) 7 (4.8%) || DNA
Other Reintervention 609, 4 (28917 4 (2.8%) || NIA

Bypass 0 _ 71.(0.0%) 3 (2.1%) 3 (2.1%) N/A

EndarteMEEHWMOKE™ Fio.0m) [ 1 o7 1 07%) [ NA
Any CHT gl 53 T@Ee6w| 55 [(37.0%) 239 [0 7.6% 1.3% . 16.6% |

0% 5% 10% 15% 20% 25% 30% 35% 40%

Percent Legs

NOTES:

1. * nonfatal.

2. More than one event may have occurred to the same patient.
3. DNA = data is not available for the Control

4. N/ A = not applicable, bypass and endarterectomy were part of the index treatment for some of the Control population.
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Table 19 Adjudicated serious adverse events, Training Group

In-Hospital During Follow-up Total
n=15 n= 15 n= 15
n % n % n %

Death 0[(0.0%) 2](13.3%) 21(13.3%)
Myocardial Infarction (MI)* 0](0.0%) 0](0.0%) 0](0.0%)
Stroke (CVA)* 0/(0.0%) 0](0.0%) 01(0.0%)
MI or Stroke* 0](0.0%) 0](0.0%) 0](0.0%)
Reintervention 0[(0.0%) 0](0.0%) 0§(0.0%)
Major perf w/ surgery 0](0.0%) 0](0.0%) 0](0.0%)
Acute Limb Ischemia 0[(0.0%) 0](0.0%) 01(0.0%)
Major Amputation due to DE 0](0.0%) 0](0.0%) 0](0.0%)
Hematoma w/ surgery 0[(0.0%) 0](0.0%) 01(0.0%)
Nerve Injury 0](0.0%) 0](0.0%) 0](0.0%)
Major Amputation 0[(0.0%) 1]1(6.7%) 11(6.7%)

AKA 0](0.0%) 0](0.0%) 0](0.0%)

BKA 0[(0.0%) 1{(6.7%) 1}(6.7%)
Other 0](0.0%) 1](6.7%) 1](6.7%)

Bypass 0[(0.0%) 1{(6.7%) 1}(6.7%)

Endarterectomy 0[(0.0%) 0](0.0%) 0](0.0%)
Any SAE 0](0.0%) 4](26.7%) 4)(26.7%)
NOTES:
1. * nonfatal.

2. More than one event may have occurred to the same patient.
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Figure 5 SAE rate versus time, All Patients

40%
g:J 35% /
0 30% /
% 25% P
n 20%
T 0,
N 10% /
X 5%
O% T T T T T T T T T
0 20 40 60 80 100 120 140 160 180
Days post-procedure
Interval ending 0 7 14 30 60 90 120 150 180
SAEs this interval 4 2 6 9 11 10 7 9
SAEs %/month 10.1% 7.5% 7.5% 57% 6.9% 6.3% 4.4% 5.7%
cumulative SAEs 0 4 6 12 21 32 42 49 58
% Patients with SAE 0 2.5% 3.8% 7.5% 13% 20% 26% 31% 36%

LACI Phase 2 Clinical Summary — 2 Sept 03 P. 46



IDE # G980199 - PMA P910001/S022

Table 20 Predictors of mortality and major amputation

Univariate Predictors of Outcomes

Variables associated with major amputation
Variable p-value O.R. [95% CI]
Cateqgory 6 leg 0.03 6.4 [ 1.4, 29]
Previous minor amputation 0.05 3.6 [ 1.02, 13]
Diabetes 0.1 5.7 [ 0.7, 45]
Category 5-6 leg 0.18 0.44 [ 055, 35]
Gender 0.76 0.7 [ 0.2, 2.4]
Procedure success 0.19 04 [ 01, 1.7]
Straight line flow established 0.3 0.5 [ 0.09, 23]
Stented leg 0.35 04 [011, 1.7]

Variables associated with death
[Age 0.03
Category 5-6 leg 0.07 6 [ 0.76, 47]
History of CAD 0.1 3.1 [ 093, 10]
Gender 0.8 0.75 [ 0.26, 2.2]

p-values from continuity-corrected Chi-square, or Fisher's Exact if a cell
count <5. P-value for age by 2-sided T-test. O.R. = Odds Ratio.
CAD = coronary artery disease.
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Figure 6 Rutherford Category distribution versus time, Registry Legs

Registry Legs
100

80

60 Baseline

Post-procedure

40
1-month

time
3-month
6-month
5
6
Rutherford Category
Rutherford Category 0-3 4 5 6
Baseline (n=155) 0 45 99 11
Post-procedure 35 14 97 5
1-month 54 15 63 5
3-month 65 10 52 3
6-month 75 12 26 5
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Changesin Rutherford category are summarized at 6 monthsin Figure 7. Of the surviving limbs,
69% improved ?1 category, 27% were stable, and 4% worsened by ?1 categories. The 37

missing observations of Rutherford Category at 6 months are dueto: deethin 17 limbs, 11 lost-
to-follow~up limbs, and 9 limbs surviving with mgjor amputation.

Registry Legs

40
35
30
25+
20
154

Category at

6 months
5
6
Category at Baseline
Figure 7 Rutherford Category Outcomes, Registry Legs
Rutherford Category at Baseline
0-3 4 5 6 total
Category at 6 months
0-3 0 (0%) 33 (21%)] 37 (24%) 5 (3%) 75 (48%)
4 0 (0%) 6 (4%) 6 (4%) 0 (0%) 12 (8%)
5 0 (0%) 1 (1%) 25 (16%) 0 (0%) 26 (17%)
6 0 (0%) 0 (0%) 4 (3%) 1 (1%) 5 (3%)
missing 0 (0%) 5 (3%) 27 (17%) 5(3%) | 37 (24%)
Total 0 45 99 11 155
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Figure 8 Outcomes in Stented Legs versus Non-stented Legs

Nonstented Legs] Stented Legs Difference [95%Cl]

Enrolled legs 85 (100%) 70 (100%)

Died 11 (13%) 6 (9%) 4% [ -6.6% , 15.4% ]
Lost to F-U 8 (9%) 3 (4%) 50 -4.0% , 14.2% ]
Finished Study 66 (78%) 61 (87%) 9% [ -22.6% , 3.6%]
Bypass 3 (4%) 0 (0%) 4% [ -1.7% , 8.8%]
Major Amputation 6 (7%) 3 (4%) 3% [ -5.8%, 11.3% ]
Primary endpoint 60 (71%) 58 (83%) -12% [ -26.7% , 2.1%]

NOTES:

Difference = LACI-Control = p1-p2. SEM=sqrt(p1gl/nl + p2g2/n2). D=SEM*1.96.

Corr= (1/n1 + 1/n2)/2. Lo=Difference-D-Corr. Hi=Difference+D+Corr.
Finished Study: enrolled legs minus died, lost-to-follow-up
Primary endpoint: limbs without major amputation, death, or lost-to-follow-up
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Figure 9 Outcomes in Category 4 Legs versus Category 5-6 Legs n=155

20%
O Category 4
15%
O Category 5-6
10% O Difference
5%
" -
E 0% T
o
' Death T Major amputdtion
S 5%
(o)
o
-10%
-15%
-20%
-25%
Cateqory 4 Leas | Cateqory 5-6 Leas Difference [95%CI]
[Enrolled legs 45 (100%)] 110  (100%)
Died 1 (2%) 16 (15%)) -12% [ -21.8% -2.9% ]
Lost to F-U 2 (4%) 9 (8%)] -4% [ -13.2% 5.7% ]
Finished Study 42 (93%) 85 (77%)] 16% [ 3.8% 28.3% |
Bypass 0 (0%) 3 (3%) -3% [ -7.3% 1.9% |
Major Amputation 1 (2%) 8 (7%)] 5% [ -13.1% 3.0% ]
Primary endpoint 41 (91%) 77 (70%)] 21% [ 7.6%  34.6% ]
NOTES:

Difference = LACI-Control = p1-p2. SEM=sqrt(plql/nl + p2g2/n2). D=SEM*1.96.
Corr= (1/nl1 + 1/n2)/2. Lo=Difference-D-Corr. Hi=Difference+D+Corr.

Finished Study: enrolled legs minus died, lost-to-follow-up

Peripheral endpoint: alive with major amputation or persistent CLI at 6 months

Primary endpoint: limbs without major amputation, death, or lost-to-follow-up
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Table 21 Narrative of cases with SAEs

DEATHS OCCURRING IN LACI REGISTRY GROUP

AHI 004; | Femde patient, 83 years of age, presented with Rutherford classfication 5, on 10
WATGL | Sep 01 and expired on 11 Jan 02. Two (2) gangrenous, right toes were noted at
screening, dong with severe genoses in the right anterior tibid and peroned
arteries. Debulking the lesons with alaser catheter followed by adjunctive
balloon angioplasty, lead to clinical success (10-30% residua stenoss). Part of
the great toe, and the 4™ toe, of the right foot were amputated at the 1-month
follow up examination. The patient was hospitaized and treated for |ft pleura
effusonon 10 Oct 01. The*“chronicdly ill” woman was again hospitdized for 10
days from 18 Dec 01, through 28 Dec 01, and her right leg was amputated below
the knee. The nursing care facility physician referred her to the hospitd for a brief
examination of the amputation site on 31 Dec 01, and she was released that same
day. Congedtive heart failure (chronic pleurd effusion) was noted by the nuraing
care staff early on 11 Jan 02, and the patient expired soon thereafter, on 11 Jan 02.

AHI 013 | Femde patient, 67 years of age with diabetes, presented with Rutherford
MURMA | classification 4 and an ulceration on the left hedl, on 10 Dec 01 and expired on 15
Jun 02. Stenoses of 60 and 70% in the left SFA and anterior tibid arteries,
respectively, were successfully reduced to 0 and 30% after laser treatment and
adjunctive balloon angioplasty. On 27 Feb 02, she entered the hospita through
the emergency room, having stepped on a nail, and the left great toe was
amputated due to uncontrolled sepsis and gangrene, in spite of 1V adminigtration
of antibiotics. The patient entered hospice care on 5 Jun 02, for wound care
secondary to alack of hedling at the left greet toe amputation site. Hospice
representatives listed failure to thrive, aong with cardiac issues, as contributing
factors to death on 15 Jun 02.

FRA 003 | An 81-year diabetic mae presented on 26 Feb 02, with Rutherford class 5 critica
LOEHE | ischemiain the left leg, and the lesons were successfully trested viathe LACI
procedure. Asof 17 Mar 02, the patient had developed pneumonia, and was
rehospitalized. The patient died on 7 Apr 02, of cardiac insufficiency related to
the pneumonia

GRE 003 | Femade patient, 83 years of age, presented with Rutherford category 5, and total
WALLO | occlusonsinthe SFA and pogterior tibid arteries of the left leg, on 12 Jun 01, and
died on 5 Oct 01. Clinical success was noted after debulking with alaser catheter,
adjunctive baloon angioplasty, and stent placement, with stenoses reduced to 20-
40%. The patient was hospitalized on 19 Oct 01, with congestive heart failure and
respiratory distress. Her condition worsened with respect to severe
cardiomyopathy until her death on 5 Oct 01.

GRE 009 | This72-year old women, with a history of diabetes, presented on 7 Nov 01, with
NEACO | Rutherford category 5 CLI. Multiple senosesin the right leg were treated with
procedural success. On 12 Nov 01 the patient was again hospitalized for
amputation of gangrenous toe on left foot. Persstent nausea was cause for
hospitaization again between 3 Dec 01 and 8 Dec 01, and again from 23 Dec 01
through 18 Jan 02, during which the left leg was amputated below the knee.
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Myocardid infarction and death occurred on 10 Mar 02.

DEATHS OCCURRING IN LACI REGISTRY GROUP - CONTINUED

GRE 010
WEHMA

Female patient, 87 years of age, presented on 8 Jan 02, with Rutherford
classfication 5, and non-hedling ulcerations due to tota occlusion in theright
dista SFA and tibid-peroned trunk, and expired on 23 Jun 02. Laser treatment
and baloon angioplasty led to clinica success with resdud stenoses of 0-10%in
treated lesons. Patient was hospitalized between 21 Feb 02, and 1 Mar 02, for
treatment of thrombogisin right leg. On 20 Jun 02, the patient was admitted with
symptoms of sepsis, leading to death on 23 Jun 02. 1t was noted that ulcerations
on patient’ s feet were hedled at time of death.

GRE 012
HARMI

Digbetic male patient, 59 years of age, presented on 17 Jan 02, in Rutherford
category 4, ulceration on left great toe, and 50-90% stenosisin four (4) lesions
from the proxima SFA to the poplited artery, and expired on 11 Jun 02. In spite
of clinical success, with stenoses reduced to 0-10%, rend failure and bacteria
sepsis lead to desth while on didysis 11 Jun 02.

LAN 005
ZIBBE

Male, 85 year old patient, was screened on 3 Jul 01, and died on 30 Sep 01. He
presented with Rutherford category 5 symptoms, including ulceration on the right
foot. Tota occluson of the proxima SFA was treated both laser and baloon
angioplasty, followed by stent placement. Clinica success with 10% residud
stenosis was noted. Myocardid infarction and cardiac arrest lead to death on 30

Sep 01.

LAN 007
CANJO

Male patient, 76 years of age, with non-heeling ulcers on the right lower
extremities, presented in Rutherford category 6 on 17 Jul O1. Totd occlusonsin
thetibia and peroned arteries were successfully opened, with <50% residud
senosis. The patient’ s leg wounds healed, but sepsis lead to death on 23 Nov O1.

LEl 026
and 027
PEUMA

Both legs of this 76 year old women were treated with the LACI technique, on 15
Apr 02. She presented with Rutherford category 5 ischemia, and non-heding
ulcers. Procedura success was achieved for both limbs.  On 31 Jul 02, the patient
went in for a planned CABG operation, during which she suffered a stroke, and
subsequently died. Please notice that the investigator filed four (4) SAE forms
documenting thissingle event: relaing to theright leg - one form for the CABG

and one for the deeth due to associated stroke; relating to the left leg - one form for
the CABG and one for the death due to associated stroke. This Single SAE was
judged to be unrelated to the LACI procedure.

RIV 004
SECAR

Male, 82-year-old patient, presented on 22 Aug 01, with total occlusionsin the
posterior and distal posterior tibia arteries, Rutherford classification 5, and a

history of digbetes mellitus with rend failure. The patient expired on 27 Nov O1.
Laser atherectomy, balloon angioplasty, and stenting in the left leg resulted in
reduction to 20% resdua stenosis (clinical success). Persstent gangrene lead to
the amputation of two (2) toeson 5 Oct 01. The patient was re-admitted on 31 Oct
01, for infection at amputation Ste, and re-interventions were performed including
rotablator debulking, balloon angioplasty, and stent placement. On-going

infection required continua hospitdization until deeth on 27 Nov 01.
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DEATHS OCCURRING IN LACI REGISTRY GROUP - CONTINUED

RIV 007 | On1Mar 02, a72 year old mae patient presented with Rutherford 5 chronic limb
MOWRO | ischemia, ulcerations on the right foot, and diabetes. Total occlusonswere
successfully treated and the patient was discharged. On 25 Apr 02, the patient
expired with pneumonia exacerbated by peripheral disease.

SJO 003 | Seventy-seven (77) year old diabetic female, presented with Rutherford category
CULAG | 5, ulcerations, and gangrene on right foot, 3 Jan 02. Totd occlusonsin SFA were
not opened using laser atherectomy, and no adjunctive treatment was attempted.
Femord poplitea bypass surgery on 21 Jan 02 lead to complications including
congestive heart failure, and the patient expired on 10 Feb 02.

ZEL 010 | Femde diabetic patient, 74 years of age, presented with ulcerations and gangrene
& ZEL on both feet, on 31 Jan 02. Tibid arteries on the right limb were successfully

011 treated. On 6 Feb 02, the same patient was treated on the left limb reducing
KIREL gsenosis of the tibid arteries from 90% to 10%. Peatient was hospitdized on 5 Apr
02, for sepss associated with catheterization for rena failure. Patient’ s status
deteriorated until death on 20 Apr 02.

ZEL 019 | A diabetic male, 73 years of age, presented on 8 Apr 02, in Rutherford category 5
SEUHA | with ulcerations on the right foot. LACI procedures failed to open totd occlusions
inthe SFA, and the patient was discharged on 10 Apr 02. On 3 Jul 02, the patient
expired due to multiple organ failure associated with septic shock.

DEATHS OCCURRING IN TRAINING GROUP

SLM TO3 | Seventy-seven (77) year old woman presented on 1 Aug 01, with Rutherford
ZOLBE | category 5 CLI and ulceraion ontheright foot. Totd occluson of thedistd SFA
was successfully opened with 0% residual stenosisusing laser catheter treatment
only. On 6 Aug 01 the patient expired due to cardiopulmonary arrest, probably
secondary to pulmonary embolism.

SJIO T02 | Woman, 74 years old with diabetes, was screened on 20 Sep 02 with ulcerations on
RIOMA | theleft extremities, Rutherford category 5, and total occlusons. Occlusions were
not re-opened with either laser or baloon angioplasty catheters. Below the knee
amputation on 18 Oct 02 was followed by sudden death on 27 Nov 02.
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DEATHS OCCURRING OUTSIDE OF 6-MONTH STUDY TIME FRAME
GRE 004 | Man, 53 years old, presented with Rutherford category 5 CLI on 20 JUL 01. The
BOUTE | individud had severd totd occlusons from the profunda femoris to the peroned
(Death atey in the left leg, with ulcerations. Procedural success was achieved after both
outsde laser and bdloon thergpy, with al treasted lesons showing less than 50% stenoss.
of Time By 10 Jan 02, complete hedling was noted in conjunction with the 6 months follow
Frame) up examination. The patient died on 9 May 02, after completion of LACI follow

up and study exit.
GRE 005 | On 24 Aug 01, this 60 year old diabetic femae presented with Rutherford class 5
JENSA CLI, with accompanying gangrenous ulcerations on the eft foot. LACI treatment
(Degth of thetibid arteries resultsin procedura success, stenosis being reduced from 90%
outsde to 30%. However, the patient required hospitaization from 21 Sep 01 through 6
of Time Oct 02, and findly amputation below the knee on 5 Nov 01, and did not complete
Frame) the LACI study. The patient suffered a myocardia infarction, and expired on 12

Jul 02, outside the follow up time frame for study.
ZEL 001 | A 64-year-old woman presented with Rutherford class 5 symptoms and non+
PRZAU | hedling ulcers on theright foot, on 5 Dec 01. The woman likewise showed severe
(Deeth stenosis (99%) of theright popliteal and anterior tibial arteries. Procedura success
outsde was achieved with the LACI treatment, reducing resdua stenosisto 20%. During
of Time | the post-procedure hospita the right foot required a transmetatarsal amputation
Frame) due to persstent infection. The patient was discharged on 20 Dec 01. On 13 Oct

02, the patient passed away after on-going problems with infection in the left foot.
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PATIENTSNOT COMPLETING STUDY

AHI 005
COATO

Diabetic mae patient, 59 years old, with Rutherford category 4 symptoms and
genosisin left tibid trunk and anterior arteries, was treated without success on 16
Oct 01. Extravasion was noted, and surgica intervention was required,
immediately after the LACI procedure. Patient moved, stating that he took release
papers with him. No further records forthcoming.

AHI 024
KOEEL

Female patient, 91 years old, presented with senosisin left SFA and Rutherford
category 6 on 17 Apr 02. LACI treatment was successful, and the patient was
discharged without pain. Three month follow up data shows improvement to
Rutherford category 3. Daughter stated that she could no longer bring patient in
for follow up after that time.

FRA 001
BELIE

Female patient, 73 years of age, wastreated on 11 Feb 02. Procedura success was
achieved intheright leg. Study exit notes, dated 10 Dec 02, indicate that the

patient did not answer written invitations for follow up exams. Patient has no
primary care physcian and no telephone.

FRA 002
VOHAN

Male patient, 68 years old, presented on 13 Feb 02 with Rutherford classification 5
critical limb ischemia (CLI), non-heeling ulcers and gangrene, on the left ankle.

After procedura success, the patient was discharged the next day, 14 Feb 02. At 1
month post- procedure, the patient returned for a routine follow-up vist, having
improved to Rutherford class 2. The patient returned again on 18 Jun 02, only

after recaiving a written invitation. Though no rest pain is recorded, Rutherford
classification 5 was recorded at that time, and patient was noted as having high co-
morbidity and severe immohility. Petient refused any further examination and exit
papers were completed on 23 Oct 02.

LEI 001
ABELO

Male, 70 years of age, presented on 17 Jan 02, in Rutherford class 5, with
gangrene and ulcerations on the right foot. LACI trestment was successful, and

the patient was discharged on 18 Jan 02. Exit records show that the patient was
contacted viatelephone at least 9x (6) times, but he refused follow up because, “he
feels good and has no pain.” Exit records were completed 31 Jul 02.

LEI 002
LAUJO

Male, 72 years of age, was unsuccessfully treated on 22 Jan 02, for Rutherford
category 6 CLI, with non-hedling ulcers on theright foot and toes. The patient’s
doctor was contacted during February ’ 02, and three | etters were sent to the patient
requesting follow up. The patient did not respond and Study Exit papers were
completed on 31 Jul 02.

LEI 004
GLACH

Women, 87 years of age, was screened and treated for Rutherford class5 CLI on
18 Jan 02. The procedure was successful. The patient was unavailable to receive
calson March 10, 15, and 23, and during April, 2002. Two (2) |etters were sent to
the patient, but were returned unddiverable, due to the fact that the patient moved.

LEI 016
REIGI

Female patient, 84 years old, presented with Rutherford category 6 CLI in the right
leg on 18 Mar 02, and was successfully treated using the LACI technique. She
waslog to follow up due to moving without leaving any forwarding informetion,

as noted on the Study Exit form completed 30 Jul 02.
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PATIENTSNOT COMPLETING STUDY - CONTINUED

LEI 028 | Seventy-Sx (76) year old femae patient was treated for ischemiain the left leg on
ECUMA | 17 Apr 02. One month and 3-month follow up data were collected during visits to
the investigators clinical offices. However exit documentation, dated 18 Dec 02,
notes that the patient did not answer either telephone calls or letters regarding the 6
month follow up. Her doctor does not know how to contact her.

RIV 005 | On 23 Aug 01, a46 year old male presented with Rutherford category 5 CLI inthe
GLAJE right leg, and procedural success was achieved with LACI. Minor amputation was
required on 26 Oct 01, due to persistent gangrene. This diabetic patient with rend
fallure, eventudly required coronary bypass surgery, and was discharged to
extended care on 10 Dec 01. Study exit papers dated 6 Nov 01, and signed on 8
May 02, state that the patient was contacted and stated “no longer a patient of Dr.
Ansds” A letter was sent with no response.

ZEL 001 | Peatient, female 64 years old, entered the LACI study on 5 Dec 01, with Rutherford
PRZAU | class5CLI intheright leg. Procedura success was followed by discharge on 20
Dec 01. Amputation of the right foot was necessary on 18 Dec 01, dueto
persstent infection. The patient completed 3-month follow up examinationsin
March *02, but did not respond to phone cals or letters after that time, according
to the Study Exit form competed on 16 Oct 02. The patient expired on 13 Oct 02,
outside the 6-month time frame established for the LACI protocol.

AHI T27 | Male patient, 80 years of age, was treated on 17 Apr 01. Procedural success was
JOHEL achieved in the left leg. Candidacy of this patient for LACI was questioned during
on-gte monitoring, and hisleft limb was moved to the training group as a result.
Eventsrelated to hiatal herniawhile hospitalized were noted.  The patient called
after discharge to inform investigators that he had moved to Minnesota, and would
be unable to keep follow up gppointments.

SLM TO1 | This77 year old female, was screened and treated under the LACI protocol on 10
WAIES | Jul 01. Nor+heding ulcers and Rutherford category 5 were noted at that time.
Procedurd success was achieved on the right leg, and the patient was discharged
on 16 Jul 01. 1-month follow up indicates that amputation of atoe and surgical
bypass were performed, and the patient’ s status had improved to Rutherford
category 0, no CLI. The patient refuse dl further follow up vigts, as noted on 23
Jul 02.
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ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-
DEATH) RELATED TO LACI PROCEDURE — REGISTRY GROUP

AHI 009
FISAL

On 1 Nov 01, a69 year old mae diabetic underwent LACI for left leg ischemia
Reocclusion occurred after procedural success, and required re-intervention with
“angiojet” and gtent placement. This reintervention was recorded as an in-hospita
complication, and then later adjudicated as an SAE.

CAR 005
MCCRO

Seventy-eight (78) year old male, presenting with Rutherford category 5 limb
ischemia, was unsuccessfully treaeted on 14 Mar 02, using LACI techniqueson
occlusonsintheright leg. Disease progression led to bypass surgery on the limb,
dated 9 May 02. A previoudy unavailable ste was used for the bypass.

GLE 002
PARES

SAE #1 — Coronary revascularization was adjudicated as a non SAE.
Automaticaly Adjudicated SAE — Seventy-seven (77) year old female patient, with
diabetes and severe peripherd vascular disease in theright leg, received LACI on
31 Jan 02. On 3 May 02, follow up data documents a repeat angioplasty due to
resenoss. This reintervention was later adjudicated as an SAE.

SAE #2 — The patient required re-intervention on 3 Jul 02, near the time of her 6-
month follow up. Reintervention included both laser and balloon angioplasty.
Improved flow was not visuaized in the anterior tibid artery.

SAE #3 — Continued ischemia required rehospitaization on 5 Jul 02, followed by
below the knee amputation on 9 Jul 02. These SAE's have been deemed related to
LACI.

GLE 005
LAZYO

A 64-year-old diabetic man presented on 2 Feb 02 with ulcerations, a necrotic toe,
and Rutherford 6 critical ischemia. LACI was not successful on theright leg. The
gentleman vidited the emergency room on 30 Apr 02, showing poor heding of the
wound due to minor amputation. He was admitted to the hospital on 1 May 02,
suffered a below the knee amputation on 3 May 02, and was discharged on 7 May
02. Thiswas adjudicated asrelated to LACI.

GRE 001
MILAL

On 16 Mar 01, a 78 year old male patient presented with Rutherford category 5
ischemiain theright leg. LACI did not achieve procedural success.
Endarterectomy was performed on 4 Aug 01. Thissurgica reintervention was later
adjudicated as an SAE.

GRE 005
JENSA

A 60 year old woman, having peripheral arteria disease in both legs, was treated on
her left leg using LACI techniques, on 20 Jul 01. On 5 Nov 01, her left leg was
amputated below the knee to dleviate nonhealing wounds. This SAE was judged
related to the LACI procedure. The death in conjunction with myocardia infarction
(see above) was not considered to be related to LACI, and was outside the 6 month
time frame for LACI follow up.

GRE 006
SPEJO

Procedura success was achieved for LACI treatment of the left leg of a 77 year old
man, on 31 Aug 01. However, repeat angioplasty was deemed necessary prior to 6
month follow up, due to restenosis. This reintervention was later adjudicated as an
SAE.

GRE 007
GOLMI

SAE #1 — An 83-year-old man was treated using LACI on 11 Sep 01. LACI
achieved procedural success, reducing stenosisin the left leg to 30%. However the
patient required prolonged hospitalization, surgical repair for retroperitoned
bleeding associated with hematoma, on 20 Sep 01. This SAE was judged to be

LACI Phase 2 Clinical Summary — 2 Sept 03

P.58




IDE # G980199 - PMA P910001/S022

related to LACI.
SAE #2 - Findly above the knee amputation was necessary on 3 Oct 01. ThisSAE
was judged to be related to LACI.
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ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-

DEATH) RELATED TO LACI PROCEDURE —REGISTRY GROUP
CONTINUED

GRE 008 | Mde patient, 86 years old, was successfully treated for ischemiain theleftlegon 5

KIRJO Oct 01. Study exit was documented on 5 Apr 02. Shortly thereafter reintervention
was documented, between the exit date of 5 Apr 02, and 13 May 02. In spite of the
study exit prior to the incident, this SAE was judged to berelated to LACI.

GRE 009 | This72-year old women, with a history of diabetes, presented on 7 Nov 01, and

NEACO | multiple stenosesin the right leg were treated with procedurd success. On 12 Nov
01 the patient was again hospitalized for amputation of gangrenous toe on |eft foot.
Persistent nausea was cause for hospitalization again between 23 Dec 01 and 18 Jan
02, during which the left leg was amputated below the knee.  The amputation was
adjudicated as proceduraly related to LACI, but the death (see above) due to
myocardid infarction was not.

GRE 011 | This77 year old diabetic woman was successfully treated for left leg ischemiaon 8

WILBE Jan 02. Prior to 3-month follow up, arestenoss a the origin of the SFA required
repeat angioplasty. This reintervention was later adjudicated as an SAE.

GRE 016 | The 73 year old mae patient was treated on 12 Mar 02. LACI was successful in the

MCKPA | right leg, in spite of mgor dissection, which was rectified with “prolonged” baloon
angioplasty. Not long before the 6-month follow up the patient experienced severe
cold and numbnessin the left foot, coming into the emergency room for trestment.
On 25 Aug 02, repeat angioplasty was helpful and the patient was discharged. This
event was adjudged relevant to LACI.

GRE 017 | On 14 Mar 02, this 56 year old man underwent successful LACI on theright leg.

WESDO | Phydcians reintervened with thrombolytic drugs during are-hospitdization
between 4 Apr 02, and 10 Apr 02. This event was judged as atrue SAE related to
LACI.

LAN 002 | A male patient 76 years of age received LACI intervention on 20 Apr 01, for total

DICJO occlusonsin theleft leg. The procedure was not successful. Below the knee
amputation was necessary on 25 Apr 01. This SAE was judged to be relevant to
LACI

LAN 004 | A 69 year old made was successfully trested on the left leg usng LACI techniques,

MERMA | on 15 Jun O1l. Reintervention, including a bypass graft, was necessary between 19
and 24 Dec 01. Adjudication shows this event to have been related to LACI.

LEI 008 | A 71-year-old diabetic woman presented on 20 Feb 02 with Rutherford category 4

RICCH symptoms of critical ischemia. Her right leg was successfully treated using the
LACI procedure. Restenosis lead to repeat angioplasty on 26 Jun 02. This
reintervention was later adjudicated as an SAE.

LEI 010 | Female patient, 71 years of age, was successfully treated on 21 Feb 02, using LACI

RICCH on the left leg. Between 23 and 24 May 02, reintervention was necessary dueto

restenoss. Thisevent wasrelated to the LACI procedure. Note: Same patient as
LEI 008
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ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-
DEATH) RELATED TO LACI PROCEDURE —REGISTRY GROUP
CONTINUED

LElI 024 | An 81 year old female patient underwent successful LACI on 12 Mar 02, for

ROSIR ischemiain the left leg. Restenosis necessitated reintervention on 24 Jul 02. This
event was related to the LACI procedure.

LEI 005 | This58 year old femae underwent LACI on 6 Feb 02, with procedural successin

RUERO | theright leg. However, reintervention was necessary on 28 Mar 02, due to nor+
hedling ulcerations. This event was related to the LACI procedure.

LEI 028 | On 17 Apr 02, this 76 year old woman was unsuccessfully treated, usng LACI, in

ECUMA | theleft leg. A non-occluding distd embolism was noted during the procedure,
probably related to stent placement. Thrombolysis was successful and the patient
was released on the next day. This event has been judged asrelevant to LACI.

MAN On 3 Apr 02, an 85 year old male received successful LACI treatment in his left

009 leg. Re-use of the LACI procedure was necessary due to re-occlusion of the SFA

KEHCH | on 19 Segp 02. Thisevent has been adjudicated as relevant to LACI.

RIV 001 | A male patient, 73 years old, was trested on 6 Aug 01. Procedural success was

BARDA | achievedin theright leg. Advanced gangrene necessitated a below the knee
amputation on 17 Sep 01. Thisamputation is considered to be related to LACI.

RIV 003 | Successful trestment was noted for this 63 year old woman, even though the laser

HERGW | catheter did not pass the stenosisin her right leg, on 15 Aug 01. On 1 Nov 01,
physicians reintervened including baloon angioplasty and stent placement. This
event has been adjudicated as relevant to LACI.

RIV 004 | A mae patient, 82 years of age, received successful LACI intervention, in the left

SECAR | leg, on 22 Aug O1. After about 3 months, on 31 Oct 01, the investigator performed
repeat angioplasty to open vessdls, in an effort to promote hegling of minor
amputations of |eft toes. This event wasjudged asrelevant to LACI. (Pleaserefer
to death narrative above.)

SJO 001 | Femae patient, 84 years old, received successful LACI trestment on 16 Oct 01, for

DUBFR | ischemiaintheleft leg. Prior to 6 month follow the patient experienced reoccluson
in conjunction with an enlarging ulcer. On 17 Feb 02, repest laser atherectomy and
stent placement was deemed necessary. This event was later adjudicated as an
SAE.

SJO 003 | On3Jan 02, afemde digbetic patient 78 years of age, was unsuccessfully treated

CULAG | for senosson theright leg. Bypass surgery on 21 Jan 02, was reported in
conjunction with the 1 month follow-up on 25 Feb 02. The patient suffered
complicationsincluding heart failure (see above), and died on 10 Feb 02.

SJO 005 | A 55year old female patient was treated on 12 Mar 02. Procedural success was not

BOYRO | achievedintheright leg. A below the knee amputation became necessary on 8
May 02. Thisevent has be adjudicated asrelated to LACI.

SJO 006 | A 56 year old diabetic male patient presented with critical ischemiain the right leg,

NOODA | and wastreated on 21 Mar 02. In spite of procedural success, the patient

experienced reocclusion, and repeat angioplasty was necessary on 8 Jul 02. This
reintervention was later adjudicated as an SAE.
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ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-
DEATH) RELATED TO LACI PROCEDURE —REGISTRY GROUP

CONTINUED
WHC A 75-year-old woman was treated successfully on 18 Oct 02, using the LACI
001 technique on the left leg. The treatment Site reoccluded, requiring reintervention

SMI1JO between 1 Nov and 14 Dec 01. This event was adjudicated as relevant to LACI.

ZEL 004 | Theinvestigator achieved procedura successin theright leg of a 73 year old
PRZOL | femde, during aLACI intervention on 14 Jan 02. Reintervention was necessary on
18 Apr 02. Thisevent is considered to be related to LACI.

ZEL 013 | Procedura successwas not achieved during LACI intervention in the left leg of a
TSCER 68 year old woman, on 22 Feb 02. Investigators noted restenosis on 7 Aug 02, and
hospitdization for reintervention was required between 6 Aug, and 12 Aug 02.

This event is adjudicated asrelated to LACI.

ZEL 014 | This75 year old mde patient was successfully trested for ischemiain the right leg
SAMRO | on 25 Feb 02. Hospitd officias readmitted him between 18 Jun, and 21 Jun 02,
dueto restenosis. Thisevent is adjudicated asrdlated to LACI.

ZEL 016 | Doctors successfully intervened, and reopened stenoses in the right leg of a 73 year
EBEAN | oldfemdeon 11 Mar 02. Reocclusion required reintervention between 16 Jun, and
17 Jun 02. Thisevent was adjudicated as related to LACI.

ZEL 017 | A 76 year old woman received LACI trestment on 21 Mar 02. The intervention
BRUHI successfully opened stenosesin her left leg. An above the knee amputation was
necessary on 9 Sept 02, due to continued sepsis. This incident has been adjudicated
asrelevant to LACI.

ZEL 019 | On8 Apr 02, a73 year old diabetic male patient was unsuccessfully trested using
SEUHA | LACI, ontheright leg. On 14 May 02, repesat angioplasty was necessary. This
reintervention was later adjudicated as an SAE.

ZEL 020 | Thismale patient, 68 years of age, was treated on 8 Apr 02. LACI procedures
ZIPAD successfully opened stenosesin hisright leg. Physicians performed an above the
knee amputation, due to continued infection, between 27 Apr 02, and 29 Apr 02.
This amputation is considered rdevant to LACI.
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ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-
DEATH) UNRELATED TO LACI PROCEDURE — REGISTRY GROUP

GRE 019
GRAWI

SAE #1 — An 88-year-old diabetic woman presented on 17 Apr 02 with Rutherford
category 5 critica ischemia, and received LACI trestment on theleft leg. LACI
was not proceduraly successful. Rehospitdization was necessary between 4 May
02, and 16 May 02 for dysphagia. Thiswas adjudicated as atrue SAE, but
unrelated to LACI.

SAE #2 — Prolonged hospitalization was necessary again between 16 May 02, and
31 May 02 for endurance conditioning and family education. This was adjudicated
asatrue SAE, but unrelated to LACI.

Note: SAE'sreports#3 and #4 are of record for this patient, but have been
adjudicated and non-SAE's.

AHI 004
WATG

This 83-year-old woman suffered from on-going gangrene in lower right

extremities. She was hospitalized around the time of her 6-month follow up

between 18 Dec 01, and 28 Dec 01, during which a below the knee amputation was
necessary. This serious adverse event (SAE) has been adjudicated as related to the
LACI procedure, carried out 10 Sep 01. The patient’s death due to congestive heart
failure (see above) was adjudicated as not related to LACI.

ADJUDICATED “TRUE” LACI SERIOUSADVERSE EVENTS (NON-
DEATH) RELATED TO LACI PROCEDURE - TRAINING GROUP

SJIO TO2
RIOMA

Woman, 74 years old with diabetes, was screened on 20 Sep 02 with ulcerations on
the left extremities, Rutherford category 5, and total occlusions. Occlusions were
not re-opened with aither laser or balloon angioplasty catheters. Investigators
decided to perform a below the knee amputation on 18 Oct 01. This event has been
adjudicated asrelevant to LACI. (See SAE death narrative above.)

SLM T01
WAIES

Woman with diabetes, 77 years old, presented with Rutherford category 5 ischemia
on 10 Jul 01, and was successtully treated using LACI procedures on the right leg.
Bypass surgery was noted on the 1-month follow up, dated 7 Sep 01.
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7. Discussion

Patient characteristics and procedural results

The Registry Group patient descriptors were smilar to the Control Group in both age and history
of smoking.

However, more women and more comorbidities were noted in the Registry Group, including
more hypertension, prior stroke, diabetes, hypercholesterolemia and obesity. More current
smokers were treated in the Control Group. None of these variables correlated with mortdity or
magor amputation.

In LACI, 71/155 limbs were treated in patients with ASA Class 4. It appears that the control
publication does not report the number of control patientswith ASA Class4. However, the
publication does give some rdevant gatistics in the last paragraph on page 415 of the article. Of
the 63% of the 789 enrolled control patients who did not receive revascularization,

?? 9.5% wereindigible for surgery dueto their generd clinical condition, and
?? an additiond 7.5% were indigible due to both their general clinica condition and their
periphera vascular condition.

Thus 9.5% + 7.5% = 17% of the nonrevascularized subset, or 17% X 63% = 10.7% of dl
envolled patients, had a generd dlinica condition that precluded revascularization. If a
"generd dlinicd condition tha precluded revascularization" is smilar to ASA Class 4, then
LACI can be compared to the control group asfollows:

Table 22 Proportion high-risk patients

LACI ASA Class4 Contral patientswith Dif [95% Cl]
generd dinica condition
that precluded
revascularization

66/145 (46%) 84/789 (11%) 35% [27%, 44%0]

In this comparison, sgnificantly more of the LACI population had a poor clinical condition.
Overdl the Regidtry Group was a more morbid patient group.

CLI presentation was smilar between the Registry Group and the Control Group, with the same
ratios of Rutherford Category 4 (rest pain without ulcers) and Category 5-6. Inthe Registry
Group, Category 6 was a univariate predictor of mgor amputation.

Lesion characterigtics describe a vascular disease condition that is widespread and severe.
Treatment was needed over along length of each leg, Sarting typicdly in the thigh and
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extending in many casesto the ankle. On average each leg was treated at 3 placesin the index
procedure. Arteries were typicaly highly stenosed or occluded.

Déivery of laser treetment was successful in dl but 2 Regigtry Legs. (In these two cases, the
guidewire could not cross the lesion(s) and so the procedure was aborted.) Angiogrgphicdly,
laser debulking contributed about haf of the tota lumina gain seen in the minimum %DS (%
diameter genogs) gatidtics, but this does not well reflect the debulking that occurred aong the
length of the artery, proxima and digd to the point of minimum lumen diameter. In larger
arteries where stenting was more prevaent, such as the SFA or popliteal, alower mean find
%DSwas achieved. The overal objective was to achieve "sraight line flow" to the foat, that is,
apatent channel from the common femord artery, through the poplited, and continuing through
at least one of the infrapoplited arteries (anterior tibid, posterior tibid, or peroned). This
objective was achieved in 89% of Regsiry Group patients.

Angioplasty or thrombectomy was ddivered to 7.5% of the Control Group, but statistics on
leson characterigtics or procedura outcomes were not included in the publication.

Control Group patients stayed in the hospita for amean of 23 days, compared to amean of 3
days (median: 1 day) for the Registry Group.

Comparison of endpoints

Freedom from mgor amputation and surviva at 6 months was nonggnificantly higher in the
Registry Group, compared to the Control Group.

In the Registry Group, procedura complications comprised events typicaly observed during
peripherd atherectomy. Dissections and perforations, though few, were treated with prolonged
balloon angioplasty and stenting. Embalization of thrombus was treated successfully with
standard therapies. No vascular surgica intervention was required secondary to atrestment
complication. In-hospita complications dso conformed with expectations, with the most
frequent observation being groin bleeding treated without surgery.

In-hospitad SAEs were minima, comprising 3 events (2% of patients) in the Registry Group. By
comparison, in the Control Group, primary amputation was the treatment for 9.6% of patients;
another 30% received a bypass operation, and 5% received (surgica) endarterectomy.

Effectively equivaent results were achieved in the Registry Group with markedly lower
incidence of surgery, which was the basic premise of the LACI protocal.

For both the primary efficacy endpoint (limb salvage, or freedom from mgor amputation) and
the primary safety endpoint (surviva), the LACI hypothesis was nor-inferiority. The LACI data

support this hypothess.
The ICAI control group was chosen primarily because the Control Group Statistics represented

the best dlinical outcome that one could hope to achieve in CLI patients. LACI proved to be as
safe and effective, for the purpose of limb salvage, asthe best possible care given to CLI patients
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(infact, given to a CLI patient population that presented in the Control Group with less
comorbidity than LACI patients). Thisjudtifies the use of the CVX-300 Excimer Laser System
in CLI patients who are poor surgica candidates, for the purpose of limb salvage.

Alternative Treatments

The key to understanding the positive risk/benefit profile of LACI is understanding what
dternatives LACI patients (patients presenting with CLI who are poor surgicd candidates) face
in the absence of LACI. LACI patients would likely receive ether primary amputation or
medical (conservative) therapy if LACI were not available. Thistrestment Srategy is different
from the LACI control group strategy, in which surgica bypass was akey feature. Fortunately
the literature provides benchmark vaues of patient outcomes for trestment strategiesthat LACI
patients might receive.

The cornerstone concept on which the LACI protocol is based isthat limb salvage has greater
benefit to the patient than mgjor amputation. A great body of medical literature to supports this
concept. Over the last 30 years, as data became available on the benefit of revascularizing limbs
with CLI, theredization of the relative benefits of revascularization became so profound that
direct comparisons with amputation became difficult. One author (22) noted, "...at the present
time [1988] arandomized study comparing the two trestment modalities [amputation and
revascularization] is not feasble”” Hence the comparative literature on amputation is largely
based on retrogpective studies, usualy from asingle site.

In 1988, Ourid (22) compared amputees against revascularized patients. He aso further
classfied the patientsinto Class A (Goldman score <5 and ASA dass| or 11), Class B (Goldman
score 5-9 or ASA class 1), Class C (Goldman score >9 or ASA class|V or V). Perioperative
mortality was sgnificantly greater for below the knee amputations than for revascularization
(7.6% vs 2.9%, p<0.05). However, in Class C patients the difference was even more dramatic,
16% for amputation vs. 6% for revascularization. Length of hospital stay was reported as 14 ? 2
days on average for revascularization and 31 ? 3 days for amputation. Full ambulatory status was
regained by 72% of Ouridl’s Class C revascularization patients, but only 44% of the ClassC
amputees. The Class C revascularization patients had along term surviva rate of 76%, while
29% of Class C amputees survived after 3 years (p<0.001). These data “reiterate the augmented
mortality of amputation and promulgate the concept of an aggressive approach to lower-
extremity vascular recongtruction, irrespective of medica status.”

In comparing the qudity of life (QOL) for patients who were revascularized againgt those with
primary amputation, Thompson (23) found no significant difference between the groupsin
anxiety, but the revascularized group was sgnificantly lower in depression and impairment of
socid function and had significantly greater mobility. Further, QOL of the revascularized group
was unaffected by areintervention, and there was no difference in QOL between primary
amputation patients and patients who recelved amputation after afalled revascularization. QOL
was always higher in patientswith limb salvage. This author concluded that “repeated
interventions to maintain graft patency, either thrombectomy of afailed graft, or radiologica or
surgicd angioplasty to treet vein graft senoses, did not adversdly affect the qudity of life of
patients following infragenicular arteriad recondruction.”
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In an article reporting five year follow-up of socioeconomic outcomes, Luther (24) found that
amputation of a previoudy mobile patient cost twice as much as recongtruction on a cost/year
basis, including those followed with alater anputation. Cogts for amputation of anon
indtitutionalized patient were 114% higher than for any type of recongtruction and 220% higher
than for a successful recongtruction, which was smilar to the costs for recongtruction followed
by later amputation. Luther found “no economic reason to perform an amputation in preference
to arecongtruction on independently living patients. For these patients, preserved mobility and
the quality of life should be the main factors in deciding on leg sdvage atempts through a
recongtruction. For the immobile patient already in indtitutional care where CLI congdlitutes a care
problem, an amputation is often an inevitable and expensive solution.”

In Pomposdli’s (25) article on lower extremity recondruction in the very elderly, he found that

for patients at least 80 years old with reconstructed limbs, surviva rate was nearly twice that of
patients who had undergone mgjor amputation: 44% &t five years vs. 28% at four years. In the
amputation group 55% got “alot worse’ as far as independent function and 35% got worse as far
asresdentia satus. Revascularized patientsimproved or remained the samein 78% and 88%
respectively. Thus even patients of advanced age benefited from revascularization rather than
amputation.

Kdra (26) found primary amputation to have a high mortdity rate (13-17%) and only two-thirds
of the survivors were successfully rehabilitated. For cumulative survivd a one, three and five
years the surgica revascularization patients had rates of 87%, 76% and 60% respectively. The
primary amputation patients had rates of 79%, 52% and 26% for the same periods. Amputation
was a sgnificant independent risk factor, predicting a higher long-term mortaity rate on
multivariate andyss

In abrief review of data, Muluk (27) recognized that while advances in vascular surgery have
made it possible to savage limbs that might otherwise have been amputated, this does not judtify
the limb salvage in every case. He suggested that revascularization isingppropriate for the
bedridden, elderly patient unless ischemiais the cause of their nonambulatory status. He further
dtated, “it should be noted that amputation does not necessarily carry any lower risk than
revascularization in the elderly, poor risk patient. There can be no subdtitute for individuaized
decison making, but large series have shown that more than 85% of patients who have
undergone aggressive attempts a limb salvage retain their limbs until deeth. Furthermore,
athough the cost of revascularization is high, so too isthe cost of amputation and rehabilitetion,
or amputation followed by chronic bedridden status.”

In abook on Critical Limb Ischemia, Robinson and Beard (28) agreed,for people with the
poorest preoperative function level, limb salvage was not judtified as ameansto preserve
mobility. The authors noted that most patients, when given a choice, will choose
revascularization, however for those in whom mobility is not a priority, amputation may be the
best choice. They commented that the patient’s perception of life is the most important
determinant in the decision, “there are patients who adapt to loss of limb with little apparent
concern just as there are those for whom amputation seems incompatible with living.” Thisleads
to the conclusion that the decision to perform revascularization or primary amputation should be
based on what is best for the individud patient.
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In arecent editorial Nehler (29) expresses concern that CLI is not well enough understood to
assume revascularization is the best trestment for most patients. These patients have many
comorbidities that affect outcome, but the extent is not yet well comprehended, nor are they
necessarily taken into consideration when making the treetment decison. The authors offer the
suggestion of gpproaching the decison of amputation vs. revascularization from athree-sided
view: technical issues, foot wound hedling issues and comorbidity. They sugges, as have severd
others, that amputation is the best choice for ahome-bound patient with large gangrenous
wounds or for the patient who cannot be expected to survive the follow-up required to heal those
wounds.

While these articles cover severd years of research they have smilar themes: revascularization
has longer surviva rates and lower cost than primary amputation. Independent patients of any
age may best be served by maintaining mobility and independence with limb sdvage. However,
revascularization is not the gppropriate treatment for al CLI patients. Some groups of patients
(the bedridden, immobile or termindly ill) may best be served by primary amputation to dleviate
the pain of CLI. The decision to revascularize should be made with the patient’ s best interest in
mind. The pervasveness of this treatment philosophy was tested in the Delphi Consensus Study
(30), in which avariety of physicians were presented with 596 different hypothetica CLI patient
scenarios with awide range of disease severity, anatomic extent, coexistent conditions, etc.
"Both surgeons and radiologists thought primary amputation was indicated in approximately 9-
10% of the scenarios.” That is, primary amputation should bereserved for only the most
hopeless of cases. Thisisthe concept on which the LACI protocol was based.

One might ask, if the LACI datigtics are no better than the control, why treat CLI patients with
the LACI drategy, if they can enjoy equivaent results with the trestment strategy employed in
the control group? The answer isthat LACI patients, being poor surgica candidates, cannot be
treated with the strategy employed in the control group. An integra part of the control group
treatment strategy was bypass surgery or endarterectomy (given to 35% of control group
patients) wheress surgery is not recommended for LACI patients.  To show that LACI hasa
positive risk/benefit profile, LACI results should be compared to the treatment strategies that
they would have received in the absence of LACI treatment.

LACI vs. Primary Amputation

It might be proposed that primary amputation might better serve LACI patients who were not a
increased risk for surgicd mortdity, thet is, who were not ASA Class 4 or above. To check this
possbility, an analysis of a subset of LACI patients who were not ASA Class 4 or above was
compared to literature values. Four articleswith relatively large case series (>100 subjects) and
datistics on follow-up required for the comparisons were chosen and included in Table 2.

Table 2 shows remarkably long hospitd stay for amputation, about 3 weeks, compared to 2.6
daysfor LACI. Perioperative mortdity ranges from 1% to 11% for amputation, whereas none
was seenin LACI. Death a 6 months was dso higher for amputetion. Reintervention
(converson from BKA to AKA) was required in 19% of amputations, whereas a second
angioplasty was required in 15% of LACI cases. If only desths and conversion of BKA to AKA
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are consdered as serious adverse events (SAES) for the amputation groups, then the amputees

had atotal SAE rate comparable to LACI, wherein most of the SAEs were re-angioplasties. The
only benefit that might accrue to the primary amputation group is lack of persstent CLI, but this
conclusion is somewhat clouded by the presence of up to 11% unhealed Ssumps a 6 months.

One could argue that amputation does not totally remove nonheding wounds, which would

classfy a pre-amputation patient ashaving CLI. In summary, LACI ben€fitsinclude limb
salvage, shorter hospital stay, no perioper ative mortality, and lower reintervention, while
risksareno higher and of less serioustypes. Primary amputation has lower persstent CLI, but
no other outcome favors primary amputation over LACI.
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Table 23 Outcomes for LACI patients not ASA Class 4 or above, compared to
amputation patients

LACI - Rush et Dormandy et al, QOuriel etal, | Bunt et al,
Not ASA al, 1981 1994 (32) 1988 (33) 1984 (34)
Class 4 or | (31)
above
N, patients 84 (100%) | 135 BKA 713 BKA 158 BKA 113 BKA
121 AKA 140 AKA
Hospital stay, 26?53 22 BKA 33** 19
days days 36 AKA
Perioperative 0 6% BKA 1% 7.6%¢n 1% BKA
mortality 11% AKA 3% AKA
Outcomes at Follow-Up
Limb salvage 69 (82%) 0% 0% 0% 0%
Persistent CLI 28 (33%) 0% 11% unhealed stumps 0%
Death 5 (6%) 21% BKA* 119%*** 8%
(within 6 34% AKA*
months
Reintervention 13 (15%) 19% BKA to | 19% BKA to AKA
AKA
Major amputation 7 (8%) 100% 100%
Total SAEs 30 (36%) ?34% ?230%
*12 months | **among those pts a30 days
discharged by 3
months
***3 months

LACI vs. Medication

It might be suggested that medication and bed rest would be the most probable trestment strategy
for patientsin ASA Class 4 or above, in the absence of LACI. To check this posshility, resultsin
asubset of LACI patients who were ASA Class 4 or above were compared to literature values.
Three articles were chosen for comparison based on large case series (>100 subjects), with 6-
month follow-up gatitics, published within the last 10 years. Also, These publications focused
on subjects who were not good surgica candidates, so that the subjects would be similar to
LACI.

Table 3 shows that conservatively treated patients typically have an initid hospitd stay at least

10 dayslonger than LACI. Limb savagerates are lower than LACI, by at least 10% absolute.
Desgth at 6 months varies widely, and was lower than LACI in one report and higher than LACI
in the others. Mgor amputation was given to a least 37% of conservatively treated patients,
compared to 6% of this LACI subset. Theincidence of surgica bypass was dso higher,
presumably as a desperate measure in patients who are poor surgical candidates. Assuming thet
desth, bypass, and major amputation are SAEs for the conservatively treated groups, total SAES
are much higher in the conservatively trested groupsthan in LACI. In summary, the outlook for
conservatively treated patientsisdisma. LACI provides benefit and reduced risk in all
outcomes.
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Table 24 Outcomes for LACI patients in ASA Class 4, compared to patients
treated conservatively

LACI UK SLI Norgren et | Lepantalo et al,
ASA Class | Group, 1991 | al, 1990 1996 (37)
4 or above | (35) (36)
N, patients 71 (100%) 151 103 105
Hospital stay, 347438 14-28 >14
days
Perioperative 0
mortality
Outcomes at 6-month Follow-Up
Limb salvage 49 (69%) 52% 58%
Persistent CLI 15 (21%) No CLI in
26%
Death 10 (14%) 8% 13% 42%
Major 4 (6%) 37% 38%
amputation
Surgical bypass | 1 (1%) 11%
Total SAEs 28 (39%) ?248% ?51% 242%
LACI vs. PTA

One could ask if PTA (without excimer laser atherectomy) could be used to tresat the patient
population enrolled in LACI. The TASC Document, which is the authoritative medica

definition of the dinical and scientific principles on which LACI was based, has specific
recommendations on treatment modalities, based on the patient's anatomic disease pattern (see:
TransAtlantic Inter- Society Consensus (TASC) on Management of peripherd arteria disease
(PAD). JVasc Surg 2000; 31 (1, Part 2) 1-296). TASC recommendsthat PTA be used only in
CLI patients with single, foca stenoses <1 cm. For patients with extensive and severe disease,
such asthose enrolled in LACI, PTA was not recommended. There are many literature reports
of PTA in CLI, but virtudly dl of these are retrogpective analyses of patients chosen for PTA
based on sdection criteriathought at the time to be favorable to PTA. Finding reports of PTA in
populations comparable to LACI proved to be chalenging. Severa reports published in the last
8 years with case series of at least 50 patients with CLI in at least 90% of patients and follow-up
datato at least 6 months were identified.

Comparisonsin Table 4 exemplify the difficulty in finding reference dataon CLI patients who
are poor surgicd candidates. The investigators cited in the table sdected their patients for PTA
based on their respective in-house suitability criteria during the time period of each sudy. That
is, they selected patients with anatomic criteria thought to have favorable outcomes with PTA
and not on their candidacy status for bypass surgery. By contrast, LACI enrolled virtualy al
patients who were poor candidates for bypass surgery, regardless of the anatomic complexity of
their vascular disease. Thisis evidenced by the long tota treated lesion length and the high
number of treated lesons per limbin LACI.
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The article by Dorros typifies the difficulty of comparing LACI resultsto literature references.

In the Dorros article, only patients selected for PTA are included; acute procedure success was
be granted even when the find minimum lumen percent diameter is <50%; lesions per limbs and
length of treated artery per limb are not stated; acute and in-hospital successis never sated ona
per-patient basis or on a per-limb bas's, reinterventions are not mentioned at dl; and long-term
results are computed only for those patients with successful revascularizations. Despite these
limitations on reporting, the article shows that, if PTA is successful in CLI, in-hospita
complications are infrequent and the limb salvage rate can be quite high. It must be stressed that
the basis on which the results are computed in the Dorros article is not comparable to LACI, and
there is no reliable way to determineif the enrolled patient populations are Smilar between
Dorross study and LACI.

Taking the outcomes mentioned in the table a face vaue, it is evident that the frequency of
reintervention in LACI was only margindly higher than in the cited publications, but the

incidences of bypass and mgor amputation were noticegbly lower in LACI than in the cited
publications. Apparently the margindly higher reintervention in LACI facilitated higher limb
savage and freedom from bypass. Overdl the resuts show that the LACI trestment strategy, as
gpplied to afragile patient group with very extensve periphera vascular disease, isat least as
effective as the reference values for PTA in patients sdlected with sSmpler disease patterns

known to be amenableto PTA. The clinical advantage of the LACI strategy isthat asingle
intravascular regimen used in LACI achieved a lower rate of major amputation in a more
extensively diseased population, than PTA did in simpler disease patterns.

Table 25 Outcomes for LACI limbs and for PTA in CLI patients.

LACI 2 Soder Lofberg | Matsi Danielsson | Dorros 2001
2000 1996 1994 (40) | 2001 (41) (42)
(38) (39)

Treated during 2000-01 1996-7 1989-93 1989-92 1990-97 1983-96

Pts/limbs 145/155 60/72 82/86 103/117 140/155 235/284

CLI 100% 100% 100% 100% 90% 100%

Pt selection All poor Selected | Selected | Selected Selected for | Selected for
surgical for PTA for PTA for PTA PTA PTA; results on
candidates successful PTA

only

Total treated 16.2 cm 3.8cm - 10.6 cm

length

Lesions/limb 2.7 2.6 2.3 1.8 1.5 2.3

Reintervention 15%° 11%°* 12%' 9%’ 10%'

Bypass 2%" - 15%' 7% 6% 8%2

Death 10%° 25%" 17%' 9%* 15%' 10%'

Major 7% 17%' 19%" 21%* 10%" 9%?

amputation

*30day 6 months '1year 35 year, initial successes only
LACI vs. Bypass Surgery

One might expect to place bypass surgery in the position of being the "gold standard” for
trestment of CLI. While bypass surgery is not a reasonable trestment option for LACI patients
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desperation prior to an amputation that was nearly inevitable. To check if LACI has advantage
over expected outcomes in patients treated with bypass, literature references on bypass surgery
were selected for comparison. The literature chosen for this comparison represent criticaly
ischemic patients treated with current bypass standards, in a population treated between 1987 and
2000. The cited bypass dtrategies and anastamos's Site selections are most suitable for the
atherosclerotic disease pattern typicaly seen in this patient population. (43,44) Additiondly, al
procedures cited were performed using the preferred conduit for infrainguina revascularization,

i.e. an autogenous vein graft insead of the less effective prosthetic graft. (45,46)

Table 26 Outcomes for LACI limbs and publications on the use of bypass in CLI

patients.
LACI 2 Pomposelli Toursarkissian Curi (49) Kalra (50)
47) (48) 2002 (GSV 2001
2003 2002 arm of study)
Treated during | 2000-01 1990-2000 - 1995-2000 1987-1998
Pts/limbs 145/155 865/ 1032 64/ 68 239 bypasses | 256/ 280
CLl 100% 100% 100% LS attempt in 100%
91%
Pt selection All poor 92% diabetic 100% diabetic 62% diabetic 74.6% diabetic
surgical
candidates,
66%
diabetic
Gratft type; 99.8% 94.1% 100% 100%
placement autogenous; autogenous; autogenous; autogenous;
DP infrainguinal infrageniculate | DP
Follow-up 6 months 23.6 months 12 ? 6 months (1- | 18 months 2.7 yrs
timeframe (1-120) 26) (0.1-79) (0.1-10.1)
Reintervention/ | 2 (1.3%) 71 (7.9%): - - 9 (3.2%)
graft revision 13 (1.3%)
w/in 30 days revisions plus 68
(6.6%)
underwent
unexpected
early
reoperation
Reintervention/ | 22 (14.2%) | - 13 (19.1%), at a - 23 (8.2%)
graft revision mean of 4 ? 3
during follow- months
up
Bypass 2% 100% 100% 100% 100%
Death 0%* 1.0%* - 2.1%* 1.6%*
10%° 51.4% at 5 yrs ~25% at 4 yrs | 30.2% during
f-up
Major %" 78.2% LS at 5 11.8% 4.6%* 18.2%
amputation yrs
*30day "6 months T1year

LS = Limb Salvage, DP = Dorsalis Pedis, GSV = Greater Saphenous Vein
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Although direct comparison between the LACI poor surgical candidate population and
bypass surgical patientsisdifficult, the early in-hospital complications, including
reintervention and death at 30 days, favor LACI. Long term outcomes, including death and
major amputation, are smilar among the studiescited in Tableb5.

Comparative Summary of Treatment Optionsfor CLI

In summary, LACI showed adistinctly better risk/benefit profile than the two trestment options
currently available to LACI patients -- medication or primary amputation. Bypass surgery, the
"gold standard” for CLI, is not agood option for LACI patients, and yet LACI achieved limb
sadvage comparable to the "gold standard” of bypass surgery, without higher SAEs. The LACI
trestment regimen showed results at least as good as large case series of PTA in CLI, despite the
fact that LACI enrolled patients with far more extensive disease.

The judtification for using LACI to treet CLI patients who are poor surgica candidatesliesin its
cinicd benefit. LACI results showed greater benefit vis-a-vis any trestment srategy this patient
cohort might have expected. LACI risks were lower than or not inferior to any trestment
drategy this patient cohort might have expected. In fact, LACI results showed the same benefit
as the best treatment Strategy given to CLI patients who were (in the vast mgjority) good surgica
candidates. LACI treatment provides an effective dternative for limb salvage in a patient
population currently lacking options.

Study limitations

LACI Phase 2 was limited by severd factors:

?? The study used a historicd control and was not randomized.

?? Different centers were used in LACI than in the Control Group. Standards of care likely
differed the two Studies.

?? LACI Phase 2 was not Sized to power statistical comparison between subgroups.

?? During the index procedure, multiple trestments were typicaly ddivered in sequence (eg.
laser atherectomy, balloon angioplasty, optiona stenting). Also, severd arteries were
typicaly trested during the index procedure. However, the primary outcome measured the
effect on the entire limb (that is, limb salvage). LACI was not designed to separate the
effects of individua trestment moddities and of tregting individua arteries.

8. Study in progress
At the time this report was written, there was no study in progress using ELA on CLI patients.
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10. Limb Listing

The following 4 pages contain aliging of enrolled legsfor All Petients.
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11. Additional Clinical Studies (LACI Phase 1)

Aninitid dinica sudy, LACI Phase 1, enrolled 25 limbs. The primary endpoint of the LACI
Phase 1 protocol was wound hedling a 3 months. Secondary endpoints included limb savage
and desth at 6 months. A publication describing the results of LACI Phase 1isincluded in
Appendix 2.
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Appendix 1. ICAI Study Group paper

ICAI Study Group. Prostancids for Chronic Critical Leg Ischemia: arandomized, controlled,
open-labd trid with Prostaglandin E1. Ann InternMed 1999; 130:412-421

(10 pages)
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Appendix 2. LACI Phase 1 Publication

Gray BH, Laird JR, Ansdl GM, Shuck JW. Complex endovascular treatment for critical

limb ischemiain poor surgical candidates: apilot study. JEndovasc Ther 2002; 9:599-
604

(6 pages)
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Appendix 3. Investigational Sites
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Appendix 4. Digital Morphology Examples
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